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{54)&WO&ft sPLA2Pi¥{^$r^1-^l?nn [l,2-b] ey^yjS** 




Compounds having sPLA 2 inhibitory effect represented by general formula (I), prodrugs thereof, pharmaceutical^ acceptable salts 
thereof or solvates of the same, and sPLA 2 inhibitors containing the same as the active ingredient, wherein R 1 represents -(L l )-R 6 (wherein 
L l represents a divalent linking group having 1 to 18 atoms, etc.; and R 6 represents a carbon ring having one or more non-interfering 
substituents, etc.); R 2 represents C 10 alkyl, etc.; R 3 represents -(L 2 )-(acidic group); R 4 and R 5 represent each hydrogen, a non- interfering 
substituent, a carbon ring, etc.; Xs independently represent each oxygen or sulfur; and R A represents -C^X^CC^XJ-NH* etc. 
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$9# (WO 96/033S3) . &£t>'^7? Uyffimfc (WO 97/21 6.;' 
6-4, fciOTO 9 7 2 1 7 1 6 ) , = (WO 9 8 / 1 8 4 6 4) , 

tT? ✓ — /I'ttWft: (W098/24437) . 7a = /U7t KR** (W 

098/24756) s 7 a - /U^ V ^ ->/U7 5 KB^i* (WO 9 8 / 2 4 7 
5 9 4) , fo-/H8i»fls (WO 9 8 / 2 5 6 0 9 ) jSJPbfttV^, 

#39111, s P LA,||f^S8:tl, KCJ&UEttv- 3 v 1 , /SAW eKUM 

suffx**, r «teBB»y >?-9"f-, urn 

fffl*t'no [i, 2-b] f';^^>»W*«r»tt1-5. 
#f£9!ll, i ) ~®it ( I ) : 



[ it * , R 1 ft (a) C6-C 2 07/^/K C 6 - C 2 0 7*t-'K C 6 - 
15 C2 07M = *. ^fSI, ifctt«3RIRS. (b) ltfctt*ixa±, ^rft. 

?*ta4LT, ##*tt«»£;5»&iiiR$ft<5£fc J: o-ca&stifc (a) -e^ 

Lfc£» (c) - ( L 1 ) -R° (it*, L 1 g^Jjfi^, 

at*. . j: tffisjti&^&aiKSixs i — i 8«?«2 loiisn? - 

R 6 il (a) (b) 7)><bigiR£*i3£) *»e>i8WSix5* : 

20 R 2 il, «fcll#*3RJR^4r 1 ~ 4 £ : 

R 3 !^ - ( L 2 ) - (»&£) (it*, L 2 llig-tt£itoaS££^ U §£i±£ 
t (OSeiiiOft ill 1 ~5 X-cbZ) : 
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5 (*t>, L'Sf^Sfcli-CH,-, -O-. -S-, -NH-, U<!1- 

VYtt-t*t?ix4!l3a: LT»*JIJl-7-ifctt8E«flH^- : z 14-NH S t.fcli - NH N 
i i ) -ft* (II): 



R 7 !£, - (CHj) m-R 12 ( mtt 1 ~ 6 R 1 2 1 1 (d) xt : 
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-(CH 2 ) n -\J ^-\) 
-(CH 2 ) t ^/(R")u/==v(R 14 )w _ ( CH 2)a -P^-(R 13 ) 



(R 13 ) g 



•(CH 2 ) a -^'^-L 5 -^^' (R ^ — (CH 2 ) c -^-(R 13 ) d 



*fci* - (CH2)e \l7 (Rl3)f 

y 

(5£f N a, c, e, n, q, & «fc IK t IS Ztl tL L T 0 ~ 2 <D SSfc , R 1 

3 fc J: cfR ' 4 fi-tft-^tiffii b y^, C 1 - C 1 0 7/W*/K CI -CI 

0 7 >\s * /U •* v' » C 1 - C 1 0 Tz-u^/U^j}-, 7 U — '^x n 7 y — ;u, *5 
5 ilKC 1 - C 1 0 ^a7-/U#yua»baitC»lRSH5S, a I±S£^1?.-t-'£ fclifiK 
Jtlff*-, L S IS- (CH,) v-, -C=C-, - C = C - , -O-, Sfcii-S 
v » 0 ~ 2 WggSc, gli-CH,-*tll- (CH 2 ) y fiKfclR?-* 

rtUURJtW?-* b 0 ^ 3 WgEgC, dli0~4 roS», f, p , *3 .fctfwfi^tl 
Z'tll&iL LT 0 ~ 5 ©SEtt, gl20~2©g&, riiO~~7iDggCx u 11 0 ~ 4 
10 i73SSfc) ft5£* iJtJi (e) Cl-C6 7'L-#/K C 1 - 

^Sf-^fv', Cl-C6AD7/H;l'tifv', C1-C6ac7/^/K 7|i-;K 

fc. (d) *»6iiWSft5S; 

R 6 fl , C 1 - C37/UJT/U, C2-C37'l'7 = 'i' 1 C3-C4->;d7/^ 
15 'K C 3 - C 4 b 7 iU Y — /U, C1-C2ad7/^/1-, C 1 - C37'^ 
n/^v-, sfcliC I - C 3 7^=¥;uf : 
R 9 ii, - ( L 3 ) - R 1 s L 3 \t^. : 
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II 

C — OH 

(3*<t», R 1 8 ii 7k H t , 4i, stliCl-Ci 07;^/v> R ,9 !i^ti^* 
*ittiDL"C**W*'*fcl4C l - C l 0 T/w*^ tiii~8©S») : 

r io t3 xvr 1 *ii^*iaaL ci-cst/^/k C2- 

C87^V-'K C2-C8 7/^ = ^, C 7 - C 1 277'^ 'K C7-C1 
27/W#!i>K C3-C8'>^ o7*Jf'i', C3-C8v'^D7'Hr = *, 7a: 
- /U . h 'J ^ , * > y ^ . t* 7 x - y /U . C 1 — C 87'1'^^t^y, C 2 - C 
87/l-7-'^*'>, C2-C8T/U^-^/U7t-^->, C 2 - C 1 2 7'^'^* 
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•>7/U#yU, C 2 - C 1 2 T IV* jvir* ->T * /U * >, C2-C1 27/^ 
;U*/U3}s'^/U s C 2 - C 1 2 7;l'*A-*A'*' = ;l/7 5 ; , C 2 - C 1 2 7 /U * A- 
7 57, C 2 - C 1 2 7 /v- * 7 5 / # A*;}?:=./U % C 1 -C 1 2 7 
/U=Jf A7 5 / , C 1 - C 6 7^^/Pf-st-, 0 2- 0 12 7/^/^^;^;=/!/, 
5 C 1 - C 8 7/u^r/u^ ivy 4 Cl-C8 7'^;^;i'*;^ 1 C2-C8 
AD7/K;l'iJfv' 1 C1-C8ad7^*/^;1'* = /1', C2-C8ad7;1- 

C 1 - C 8 fc Kn^->7^^/U, - C (O) O (C 1 - C 8 T >V*)V) 
- (CH 2 ) z-O- (Cl-C87y^^) s <<S-J !Vir*~y . 7U-yU^-df 
7U-^t= J ryC 1 - C87/H/K 7!)-;ufT, 7 U — IV f- ^- C 1 - C 
10 8 7/^;K '/7 / C 1 - C 8 7/^/U, - (CONHSO,R 25 ) , -CHO. 
75/, 7 5->V, Any>> # * ,u , * ,-J? dp- •> N # ,v „ - ( c 

h 2 ) z-cooh. ->ry x *s7 ; >fT -V >v , ?t -i? j , t K^vK 

(hydrazido) , tFr^, fc K 7 v 5 K (hydrazide) , t Kn*i/ ( fc K n dp- 
■>7 5A 3 — K, -hn, * * / s - S0 3 H, f-ai-7-fc * — /u» f-lrlz )V 
15 # = fc U< tt*^S? = ^*»?>31RS*LS»tt*ttlKJftl, R 25 (iCl-C6 
7 A* ^£/t{27 y -/K z l± 1 ~8 <£>g$: : & «fc t>\ 




(Sf-< zilBtiEtPISJS) T?*;b$ii5S] t-^Snoft^, *©^n^- 
20 fc L< Ji^rixbroKiiilfSSlxsm, ifci4**iib(Dj$|S;fDtt, 

b> d, f. p, r, u N 33 itf/SfcJlwi« 2 fii±»»*» ?g & fl (7) R 1 3 
fc JctfS&flo R ' 4 tt^ft^iigfr o T^T fc J: R is )i:t7f /i^lioife 

i i i ) R 1 £tfR ; a* St : 
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(R») p — - (R ' 3) ' 



w ^3 



(R' J )b 



r— — i /=V^ iw sj 1 ,„13, 



( ft* . R 1 3 , R 1 4 , b , d , f \ g , p , r , u % w . a > 0 , J3 J: y it 

mtitmnm L e itm^^, -ch,-, -c = c - , - esc-, -o-,. * 

7t ii - S - ) f^^Tlo i ) Sfclli i) ©V^-f tLi»lC|E««>fb^ttl, 

b, d, f, p, r, u, fcs XV/ *fcttw«J 2 EH J:©**, *gg:fflro R 1 3 

i v ) R 2 H X. t>* R 8 ifi C l-C37^ir/Usf:SC3-C4y^n7/Uif/Vffe 
10 5 i ) ~ i i i ) m^ftJ&MCffittrofcS-ifeK >0/dF7^, H< tt^iX 

v) U? 33 <fc L 3 ^-0- C H . - T' 5 i ) ~iv) CD T ft /Hi 15 ft W ft 
*, ^0O7°a K7-^', iL< tt*ft Cx&BiiE.kffFS S ft©£, 3 ii ^ ft <b CO 

15 v i ) -J&5£ (III) : 
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R 22_ L 4 rB 




(5C<fV L 6 l4¥s§-g-, - CH 2 -, — C=C-« - C = C - . -O-, *fc!4- 
5 S - : R 1 3 tSZVR 1 4 !4 * il il ffi fi Lt^ o y y , C 1 - C 1 

0 1- 0 107/^'^*^, Cl-ClOT^if/l'ft, 7H-/K — r o 7 
y — /u, J3 «t U'C l - C l 0 ^ □ 7 A^/i^bffi&iciiiltR c ; b !i 0 - 3 

©It, d 12 o ~ 4 togifc, f % p % *j it^wrt^rix^ascL-c 0~ 5 

gl2 0 7r2tOg^. rliO~7©», u 14 0 ~ 4 © ; a it ^ i fc \* - 
10 fi&ltJl* : 0 14- CH, - i fc tt - (CH,) , 7 HK*UF.* t it 14 fl£ ft IS * : 

R 2 1 14 C 1 - C 3 7 /U # /U t. tz 14 C 3 - C 4 > ? o 7 ; 

L 4 14, -O-CHj-, - S- CH,-, - N ( R 2 4 ) -CH,-, - CH-- 

CH,-, -O-CH ( C H 3 ) - , £ tz 14 - O - C H ( (CH,) ,Ph) - ( 5fc 
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R ? 2 !i , -COOH. — S O 3 H . si 7t 14 P ( O ) (OH) 2 ; *3 «t t>* 
R 2 3 JiTk^JI^ C1-C67/^;K C7-C1 277^Jf/K C1-C6T 
>V *r /U ir * •> , Cl-C67'K*ft, C 1 - C 6 t K n df- •> T ;U /U , C 2 
5 -C6^o7;l'Jf;i'tif>, ^n^, # /I- * ^ , C 1 - C 6 7/W^/V't^-> 
#/Ustf=wK 7!)-^«->, T 'J — A'**->C 1 - C 8 T/U*/U, 7!)-/l'f 
T y — /Uf-*C 1 - C 8 7/U*/U % i/7;Cl-C87/^/K 



(St*, ZttZH-NHjSfcli-NHNHj) -e*b$il5S] "C* ?n e ft 5 -f b 

b d „ f . p , r , u , ft J:tf/S fcliwi* 2 }g&flo R 1 3 

v i i ) -Ka (IV) : 





o 



HOOC-(CH 2 )k-0 




[5£<P , R 2 0 !i5t : 
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L 6 li^ig^, -CH 2 -, -C = C - s — C = C — , -O-, tfttt- 
S - : R 1 3 X.XTR 1 4 14 ZtlZ'tl® fi L T /n d y ^ , C1-C107*^, 
C 1 - C 1 0 7 /Wdp-zU^-df. c 1 - C 1 0 T flo^Asf-Or ^ TV — ^> ~r a 7" 
5 jSiO'C 1-C1 O^n7/^=5r^^^6®3itiil^$no5 ; b 14 0 ~ 3 

roSSc, di40~4©gg:, f, p , & itfwtt^ft-^ix&fiLT o ~ 5 

gl40~2rog^. r 14 0 ~ 7 Ogg:, u 14 0 ~ 4 ©1§ ; a !4 ®? » J5F. £ 14 
fiSfU^: j3{4-CH 2 -£7ii4- (CH,) , y tt»*W^ S t tt**JS^ : 

10 R 2 1 14 C 1 - C 3 7 /u =*r £ it 14 C 3 - C 4 v- ? □ 7 /U * ;U ; 

R 2 3 !4 C 1 - C 6 7/U^K C 7 - C 1 2 77^#/K C 1 - C 6 7 

* C 1 - C67'l'*/Uft > C 1 - C 6 t Kd#->7^^'K C 2 " 

*/t-t;-/K 7 'J — /U 3h * •> , 7H-^t^'>C 1 - C87^*/K 7'J-^f 
15 7 -/Uf-tfC 1 - C 8 7^**, >7 / C 1 - C 8 7**4-, k^SI, 

R 8 !i^C : 
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O £tz\$ O 
ZliZ!i-NH,*/cii-NHNH 2 ) T?S § ft 3 £ ; 

5 viii) L 4 ^-0-CH 2 -tfc5v i) (r!etO<t-&»> ^«7*a h*7 y 
i x) R A fc£tKR B /^-COCONH 2 -C£>oi) ~v i i i) <D l^T 12 

10 x) R A j3j:U:R B ^-CH 2 CONHj-efe5 i ) ~v i i i) <D l^-f ftjW:: 12 

xi) R A fe<tt>'R B ^-CH,CONHNH 2 T-feoi) ~vi i i) <&V>1"*l 

x i i ) ai^^/UgJcoy a h'7^t'fc5i) ~vi i i) CD ^ 1* fi t » tC IE flt <Z> 
7 s n h'7 y V = 

xi i i) (5-7;/t i fD- | J*-7-'<Vv'/l'-6-i5 : /l'fnD [l, 2- 
b] t»y 4 /H"*S/)Rifc/ 

20 (5-7; / V >V- 7 --<v=y>v- 6 -if/i/fn □ [ l , 2 — b ] f V # 

4 --f 

(5-7 5; t^rt 'J /U - 7 - 6 - if /L- t'D a [ 1 , 2 - b ] f'J ^ 

(5-7;/t^rt^l'-7--'<yv'/i'-6-if ^-2-/f'H:'DD [ 1, 2 
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-b] f y jfisf- 4 /W** -»B8, 

(5-7S/*H!)^-7-'<>^-2, 6->Vf^t'oD [l, 2-b] 

(5-7; y !i^-7-^<yi;;W-2, [l, 2-b] 

( 5 - T ; / V As- 7 2 , B-^f^t'nn [1, 2-b] 

fc" ys/^ - 4 --Ow**i/)ftK 2 - (^/w* y > - 4 - *Y ;u) jc^/nn^r 
10 >K 

(5-7;y t^f !)^-7-^y^^-2, ^b'nc [ 1 , 2-b] 

(5-7;/t^ty fr- 7 v/u- 2 , 6-^f;^DD [l, 2-b] 

tfj/i?v-4 hy 

15 (5-7? / t^ty/U- 2-7x^;ut'nn [ 1 , 

2-b]' fy^v?^-4-Y 'I'** vORBM fvK 

(5-7> /^^t 'J /b - 7— <yy/U - 6-/7*^- 2 -7x^/H: ( ao [ 1 , 
2-b] 4 ->f yu**C/)Bifc % 

(5-7; / ^-=^1r U 7 - ^Vyyu- 6 -:rfvu- 2 - 7 * ~ >v f n □ [ 1 , 
20 2 -b] tT y 4 A*** S/)Rlfc> fvK 

(5-7,;;t^ty^-7-^>y/U-6-xf /U-2-7x-^t ( nb [ 1 , 

2-b] fy 4 --f /u**i/)iipijt, 

[5-7;/*^ty^-6-xf /1.-7 - (2 - 7;U^n^<> - 2- 7i 

n/Ufc'DD f 1, 2-b] t w y tf*J>- 4 --r;u**5/]ft«t^ 
25 [5-T;/^^rify/U-6-x^;U~ ? - ( 2 - 7 /U n > /U ) - 2- 7i 
z/^'oa [l, 2-b] t ,| jyy>-4-M't*v/]ftS, 
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[5 - Y^yir^^V^- 7 -^<l/*y>V- 6 - xf;U- 2 - ( 4 - 7 D 7 x xi**. 
/u)-tfnn [i, 2 - b ] f !) / - 4 - ^ /ut * ->]SfK^ f 
[5-7^y^^t 7 - -< > -6-^x^-2-(4-7 /U^n 7 x =■ 

IV) b'nn [1, 2 - b ] try 4 --f/Usf^S/lftlfc, 

an [1, 2-b] f U ^ ^ > - 4 - ^ iV tt * is) g?& / * A> s 

no [1, 2-b] fy 4-^^*'»SS, 

; t^t!J^ - 7 - ^<y^^- 6 -xfyU-2-(4-^ ^ 4 >7iX 
/U) fan [1, 2-b] fc*y^^>-4W/U**v']Bett;*f'/V\ 
[ 5 - J * J iT**T ') 7 A>- 6 - x ^ ;U - 2-(4-> h^^7jx 

/U) b°nn [i, 2-b] try ¥i>>- 4 -'fA'** 

[ 5 _ 7 ; ^ ^ y yu ~ 6-^ : r^-2~> fvU- 7 - (2-7 x^/U^y v? 
AO fan [1, 2-b] t!)^^y-4->f/V**v']if»^^ 
[5-7-5/*:fr^y/U-6-:n^/U-2-*fvU-7- (2-7 = -^^>"^ 
;u) fc°nn [i, 2-b] t y ¥ *s s s- 4 - -< /u** i/JRBt, 
[ 5 -7cy^^fii;i, - 6-xf ^-2-/f ^-7-(3-7^/^-/'<>y 
/U) t'uo [1, 2-b] b" y i/V- 4 /U;*-* v/]SK^ 7vk 
[ 5 -7>;;t*tli/l'-6 -mfvU- 2 - > - 7 -( 3 - 7 x J i"<> 
A/) fen [1, 2-b] fcT y 4 -^/U**5/]BBt, 

(5-7;;^^ty;V - 7-^y^^-6-/f^-2-7'o f/Hi'DO [ 1 
2-b] t B, jy*^V-4-^/^^r'»6tg-/7-/K 

( 5 _7> y^-^f^/b - 7-'<y^^-6-/f-^-2-7'nt'/l/t a cc [l, 

2-b] try 4 

(5-7.;;t^^y ^ - 2, 7 - S/^ > v? /U - 6 - / ? /U f n a [ 1 , 2 - b J 
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(5-7*y^^ty/l--2, 7 - i/^ y^-6->f/l't'DD [i, 2-b > 
t- y - 4 -f/^^fy)!?!, 

[5-7?yt*f 6-5;^f*-7-[2-(4-7*tn7ss^) 
-Oiffr] t'ootl, 2 - b ] f'J y-7V- 4 -4 ***is]&Bt*rA, s *fc 
li[5-7 5; 6-v^^/U-7-[2 - (4-7*tn7 t - 

/u) ^J/^/U] t'DD [i, 2-b] t'V 9*}*- 4 -f**Jf'/)B», 
*»feiitRS4t*tfnn [ i , 2 - b ] f y ^S^ft**, *©7dF7^, Jfc 

xiv) (5-7 5 y^^ft !)/U-7-'<^y/l/-2, [ 1 , 

2-b ]• h* y 4 -w 

(5-75;my^-7-'<y^-2, 6-s?>*7utrnn [i, 2-b] try 

(5-75/my^- 7~<VvvU-2, [l, 2-b] try^i? 

f/P^^BBE 2- (^*l)v-4--f^) ai^/Uoi^yK 
(5-7?/^til^-7-'<>»7;l'-2, 6 - f/Vfo n [ 1 • 2-b] t'VVi^ 

(5-7;;t J ff y/l'- 7 — <Vv s /U-2, 6-^/f;Ut'nn [l, 2-b] t'Vfi? 

(5-7;/^ty/l/- 7-<y-//U-6->f/l'-2-7i^;Ut , Dn [l, 2-b] 
f y ^v^V- 4 -- f /U^-df- •>) fvK 

(5 -T,i 7 ^■^f-y- y /U- 7 v/U- 6 -/ =f-j\s- 2 -7si^k'D n [ l , 2-b] 

ey ?*sv- ^isrZr^mwL^v-^, 

(5 -TS /^^-y-yyU- 7 — <yy/U-6-^f^-2-7i^fon [l, 2-b] 
(5-7; / 5f-dj-f-y;u_ 7 _ . < y , u _ 6 - ^ f - - 2 - 7 s z^t'nD [ l , 

2-b] t'v ?*s>- 4 /i-t^'»sgt h y >7^, 
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2-b] tr y ^v/>- 4 -V 

nn [1, 2-b] tT V ¥ *s > - 4 - -f /U* * is) ftgfc / 

no [l, 2-b] try 4 -^^t^'»S8xf;K 

5 - 7; / t^f li/U- 7 --<yyyu- 6 -xf/U - 2 - 7x ; ^y/ f ;Ut°n 

n [1, 2-b] ey^>-4-^/U**5/)B8 2- (^/U*y>-4--f 

) 31 f" /V X T" /U % 

10 (5-7; / t^ir!) /U - 7 - -<yy;U - 6 » - 2 - 7 x ; y > f ;l/ t° 

nn [l, 2-b] - 4-^;Ut*'»B»t h y ^A, 

(5-75 y ^ -tr y a- - 7--<y^yu- 6 - .x ^ /W - 2-7^; ^y^f^t° 

nn [l f 2-b] try 4 --f/U^* >OBtK* 

[5-75;t^tll/U-6 -xfvU- 2 - > tvU - 7 - (2-7 * = >u ^ > 
15 AO fan [i, 2-b] fc" y ^ ^ > - 4 - -< /U * * V] »Se > fvK 
[5-7;;t*t'J^-6»xf;l/-2-^ ^/U- 7 - (2-7 
yU) t°nn [1, 2-b] f y ^ */ > - 4 - << iV * ] SffiEJC fvU N 

?uu [l, 2-b] t*y^i/>-4-^;ut*^)SK 2 - 
20 x^vUx-Ar/l', 

[5 -T 6 5 y 6 -x^/W- 2 - > 7 - ( 2 - 7 * x > i? - 

ao t'DD [i, 2-b] t*y 4-^^t^'>]i*gt h y ? a, 

(5-7x/^^f*y^-6~xif-;U-2-^^^~7 - (2-7x^/^<yy 
;U) t°DD [l. 2-b] t°y ? — 4 - Y /Ut^ 
25 (5-7; / t^rf y ^-7-<y^^ - 6 - ^ f^ - 2 - t°yK: ; c □ [ 1 , 

2-b] t 8 y ^*>'>- 4 - >r /u** vOits* 
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(5-7;;t^t'J'l'- 7 -^yt/fr - 6 - jf-'^- 2-7°n t'/U fan [ l ,;*' 
2-b] f V ? ! s> - 4 - W /wah* V)B8x^, 

5-7?/^ i fty'l' - 7-'<>^/-6-^fJl'-2-7'nf/H: , nD [l, 

2 - b ] f y ^ v y - 4 - ;u * * •>) rm 2 - ( * ^ * y >- - 4 - -f ;U) ^-v- 
5 /ujl ;x 7=-/U % 

(5-75/'t#t!i/l'- 7-'5y-//l'-6-/f;l'-2-^nt , *t'nD [l, 
2-b] tf!J^y-4-'f^ f /)B*tH)!?A, Sfctt 
(5-75; 3*-*-f" y /U- 7 -^^i?^- 6 2-7°n t'/Ufc'n n [ 1 , 

2-b] tf y - 4 - /Usf-df. 

10 o o [1, 2-b] f y -rrogJ^i: its 

xv) i)~xiv) m*1*;h,jMcE*©ft;*ft«:*»J*fl' t Lttttiil 

xv i) s P LAjBa^SJ-Cfe* x v) |E*©EPS*afiit«9. 
15 xv i i) fftiEege.SroffeSRSfcli^ BS»Jt?fe5 x v) Ett^EISiffi^fe. 

x v i i i ) i ) 124*<£> fan [ 1 , 2 - b ] fcT jj ^ 2/ > {t£%>> <D fem ±.$1 & & 
^fti s P LA,«fftSiro :i«>648 s P L A , aM41-£ JlffittiSIV 

x i x) i) E«»fnn [l, 2 - b ] f 'J ^ ^^fl:*4bOffe*±»*«r*-*- 
xx) i) fS«ci75ffcS-!& £fci2 i ) fc'n n [ 1 , 2-b] fy^-/>fc-g- 

x x i ) i ) E 8 <o Si i ) ie©wt"n o : l . 2-b] ey ^Wt; 

25 ^^M^t'EISMtO s p l A j \z X SliKSitliHfft^ 
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xx i i ) *W»*fc:fc^ - CXttW£ L"C «Ete#S*l-C^3 en n [l, 2 — „;*' 
x x i i i ) -ttft (XII) : 

NH 2 

5 R'jt, - (CH 2 ) m-R 12 (ml41~60g&, R 1 2 !4 (d) ft: 

rR i3^ — (CH 2 ) a > s /==>^ R 
/==X (R ] p q l> — , 

-(CH 2)n -^_2 

~(CH 2 ) t ^=x( R > /=x(R 14 )w _ (C H 2)a -P5-(R 13 ) b 

— » ; w 



— (CH 2 ) c -^^-(R 13 ) d 
P 




Y 

(ft*, a, c, e. n, q, J: t tt^ft^JMftfi LT 0 ~ 2 R 1 

3 ioJ:t>-R 14 !J^n ; e^&3iL-C^ny> > C1-C107H*. CI -CI 
0 7 /U 7T * : s , Cl-C107i'*'i'ft 7'J-'K ^ x n 7 U — /K *3 

io tifCii - c i o /Ma r^df-^A^asjiigiRSixss. a ttStSlSm^-SfcttfiE- 
ftlJIi-?-. L 3 !i- (CH 2 ) v-. - C = C - . -C5C-, -O-, £/c!4-S 
vii0-2OS». 0!4-CH 2 -£fci4- (CHj) o-, 7»4K*JK-7-* 
fctt«JtlR-f, b 14 0 3 rog», f, p, & J: O' w 14 * *i 

^KSiLTO-DroK, gl40~2<&S#. r!40~7(75^&. u ii 0 ~ 4 
15 -C-gb?KoS, ( e ) C 1 - C 6 7;^*, Cl-C67/^ 



17 



WO 99/59999 



PCT/JP99/02630 



A» # > , C 1 - C 6 <"> n 7 /u /U xf" * •> , C1-C6ad7/^;K 7'J- 
i3«fct>VNn y^*^/.c5»*»6jlRS*l« 1 t L < i4 2 & ± © S&g Tljft $ tl 
fc (d) <0«)*S*) 7i*<biltKS;h,5S ; 

j3 <fc R 8 {4 , C 1 - C 37^*/U, C2-C3 7/l'y = /l', C3-C4->?n 
5 7 /W =*r /K C3-C4'>7n7;^ = ^ < C 1 - C 2 7/^/K C1-C3 
7/W-^/U±^v', itiiC 1 - C 37/U^r/l'fT] 

10 OK<k**a4:S5Ki"5. fclfctf, ^f^K n-Zaf/K y rf a f 

>K n-^f ^, <f y^f^, s e c-/f*> t e r t - 7* -f - /K n - ^< > 7" 
A' , n - ^ # •> ^ . n - ^ 7° ^ ^ , n - 2T ? =? >^ s n-/t = /K n - f* * — rt> . 
n-^Vr^^'K n- Ff n - F !if n--rh7T# — ^ , 

n - $ T ll —A" , n-^- d f-1f-7 f * = /l', r. - 7° r * — /K n - :f ^£ -r 

15 n-/^-T r *-^, n - ^ = if - ^ ^ ff 6 ft 5 , 

fcSfflBrt, »*Lfc»©KHO**JS^-»*J J: 1 fi L < 14 2 iSW±WHfi 

A/ s 7 !J A', 7° n -<zi;U N ^nh=./U % y^>f = ^, IE * 0) 7* x - ^ g ft ft 
20 S*as*»fbix5. 

*^itt> r7/u^^/uj 1 14, »fi ittm<Dmm<nmmm*&}3 1 a - 
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55-1 4 SSL #*L<li. 5-1 OIS, $ h L < li 5 ~ 7 IS©t;' 

J o££-foo ftSW'i^^SSi: LTB, (f) S/^nT/P*^ («*.«, 
aT'ntVK v'^nT'^/K y^n^yf/K ->^n^^-->/U N i/^n^yf/K 
5 33 «t t>' ? n ^- £ fvU) , •> * a 7 >\> >T — ^ ( * n 7* f U = /i/ . v/ £ n ^ y -f 
rwt-\ >^ n^if-ir—yu, •> ? n ^ 7° x — ;K & £ T>* v' £ n — /u) , 7 i 

i/K ?fn [5, 5] ^/fi^ //nawU^/i^ fV^n^T* 

v?7 s -/H<3=- 7 = — c ^ ^ -fc :=. ;U s 7*7-7^^, 7> h 

10 t'7ii^K f'O i/ V /U, ioiLKxC (V) : 



xttl~8£>g&) fl^cil5 7 = -/i'7;^^7 1 = ;ui^^j^ 
*b"a [5, 5] 9yf**=/i/45fflRl4, <Z> 3; T- ^ $ ti5 5^V> 9 . 



20 -^r ojjl^-Sr-ttr 5~ 1 4 o 8t «■?■«: ff i" S , lift SixfcS fc!4B8& Six "C 

/ y ^ , zt- ^ y y ^ . f- t •/ y ^ , f7^7/y/K > k y ^, * •/ y 




(V) 
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^.X-/f-^-7i = /K ^//U;K ^^'/ [1, 2-aJ 

V V V T V y /u. T v I- 7- y /u, l, 2--<yXOttf/ l J;K -<>/t 

/PtfDi^s*, -^^fUi/i^K f^yr;K 7 S i*f y * S?=/U, f 
7v?='K 1, 3, 5-h!)7v/ = /K ^/D/K 7*7V->'K ^t'/'i-zK 

=jf / *-tr y ^a-* y / , ?-*^/v$s y / , t"^7i/-/K r h 7 t k 

1, 3 - -JTt^-t-^. 1, 4 - 'yir^^ — iv, i, 4 - f-2|-^f-=./U N T-fe'f- 
R Mli3tt<5&*fflS*3 J:tf«*3lti: Ltli, (g) St: 



R 1 3 *J <t t>* R 1 4 f3^tL^'ri3*3£ L'^nyy, C 1 - C 1 0 7/U*vK - 
C 1 - C 1 OT'l'^/l't^v', Cl-ClOT/^^r-'U^^-, 7U-^, -sf o7 
y -/u. «fc O'C l - C l 0 />□ T/u^ 'M^tt&iwigft SixoS, a 11 It JR UK 
T-SfcSlBISUS*. L s ll- (CH,) v-. - C = C - s -C = C- , -O-, 
£fcll-S-, v!J0~2CSt, 0il-CH 2 -*fcll- (CH;) 3 -, y ft 
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wl4O~5 0>2S» r!40~7<£)g&. ui40~4C9g&) 5^4 1^, b , d £ 

a, aa^7f-/i'S±«oftS(o{ie-v?asft ttis. $ l< 14, (h) £: 



R ' 3 x R l4 s a, J3, teXXjy itm&tffiMm. L 6 B-CH,-, - 
C = -CsC-, - O - , $fctt-S- % y « 0 £ 14 1 ) i^if^o. 

10 rt'nn [1, 2-b] e7^yt»J l4^T!-*-rtSit^l" U 



$p^itt, rgffis&K&Sj fctt, a (i) -c^SJiSfoa ci, 2-- 

b] f y ^i/ Vfl-ftO 2 fit. 3 fit, J3 4t>* 7&T*<^Slft:wili^S*3<tt>'±K<0 

15 r^^Slj fc«tt>* rii^Ji£j lOltJftfcaa***:**'*"*, M*.tf» ci- 

C2-C8r*Jr=*, C2-C87/^='K C7-C12T 
7>v*>^ (Wili, -<y^'H3.J:'j7xtf'l') . C7-C1 27**!!^. C 
2-C87'^-'^^f C 2-C87/U*s;Ut*y. C3-C8y^7 
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!/*K- C 1 - C 8 T^*;uW-*5/, C2-C127W**i^7^^ (Mi 

x C2-C 1 27^#^t**>7;U*^t*^ (Wilf, J* 
t^/U*-* > ^f/Ut^v/, fc f^t^">xf/^^'» , C2-C1 27 

-CI 27^*^*^*-^7?y («x.!i\ ^/UA/i/^-^7; /*JJttfx 
f/l/*;l'/f;-^7?y) , Cl-C127/^^t^r'>7;; (M;L!2* * fvu 
±*i/7 5 /fcrjxf^t**>7 S /) , C2-C127/^/^^/7;y 
(«itf, ^ f ^ t ^ v 7 ; y * ^fc J; ^'x f/^ * ■> 7 i y 

^yu.rC - /u) , Cl-Cl 27/^/^7;/ (WiS, ^75 A x:^/U7 
y>f^7; A fcit/xf /Mf ;K7; ;) , Cl-C6 7/^;^t, 
C2-Cl27/^^ft*/^'x^ (M*.tf, * f/Vft^/^fx/'/fc J:U?oi 
fvUf"*-* A'tf^AO , Cl-C87;^/^^7^^ (Mfcfcf, ^fvl/>Wl/ 
7^ tfxf ;b7;U7^fx/l/) % C 1 - C 8 7^^^^^^x/U 

> f;U^^*s;l/j3 J:t>^T-^^;U^-;U) ,C2-C8 /nd7;I/*/^*^ (#J 
2 - £ n nxf^T^yioiu^ - ynTXf /L'T^rv') , C 1 - C 8 ^ 

/Usfc x^ ;U) , C 2 - C 8 /n p 7 /U =r /U , C 1 - C 8 fc Kn*^7/1/*^ (Witf, 
fc F^yy fvufc «t t>* fc K d ^ri/xf/U) N - C (O) O (Cl-C87/^ 
;U) (M*.l±\ * ^/U^*^#^#xwU±3 Jztf JtfvW:***'/; /UrtC^AO % - (C - 
Hn ) z-O- (Cl-C87^*^) s '<y^^t*'>, 7 y-/Ut^"> (to 
7xx/ut*'» s 7'J-^f* (W*.tf, 7x~/U^;j-) , - (CON 
HSO,R 25 ) , - CHO, 7?/, 7Si//, ^oify. */U/<$'K */UsR 
^rv/U, * /W<;U* /l/** i/ , - (CH 2 ) z-COOH ( M X. I±\ # ^ * "> 
^f-/u, Ut;*'>xf^ fcr^^^t^y/Dt'/H % y7y, •>7/ / /7 
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=.i?y s ?7 — i//,t r'7 i/ K(hydrazido)* t K y : s J , t K 7 v 7 K(hydrazide)^' 
t -K-n *S/ % t 5 A - hn s # * * / , -SOjH, f-*7-tfi — 

/K f > rf-*A'jK = ^, */Uj|? = ^, K^Sl, &*»S*a s *lf <btlo ( z 14 1 
~ 8 «Jfi». R 2 5 14 C 1 - C 6 7 /\s*rfrt.K.\*T V — ^) , ^ft fett, C 1 - C 
5 6 7/^^, C l-CeT/U^^t^V, C2-C6Ao7;^;l't^-> > CI 
-C # itf^nyi^lbfcSl^fcjttRSfto 1 t L < (4 2 £A 

R'tlatts r#tt*tt«»Sj Htit vN B y>. ci-C6 7*^, 

Cl-C67A"*/l':* , *v', Cl-C6 7/^*ft, C1-C6^b7A-#^ 
10 ,i^sLV\ $ felCjff* L< i4, ad^ ( Cl-C37m, C1-C37 
;l/ if if •> , Cl-C3T/U#yl'f-3}-, C 1 - C 3 ^ n T if ;u fcm if b tl 0 „ 

r 4 , r 5 , r "\ is itfR 1 1 sciferta flFKteSilJ iLtii, (i) 

Cl-C67^**. T^A'^/K Cl-C67****if f /, Cl-C67^ 
ifA-^:*, C 1 -C6 t K n ^ v-TA-if /U, C 2 -C 6^b7W**'A 
15 D^V, #/H#;ifV\ C 1 - C 6 7 A- if /W^-if A//t?=./U. 7* y — A^if V, 

7!)-/i/fi, e^^ISIS. Sfcti'lS^HS/J^^^LV' 1 , §&fc#*L<tt, (j) 
Cl-C67^**-, 7?* + *, * /U ** * •> s C 1 - C 6 t K o if •> T A * A , 
7 s. — A „ £ it 14 C 1 - C 6 T A if A ^ if *S U A # — >^ # if *b tl 5 0 

20 JfcWa**. \ -y t u7 >v* ivi 1 14, ft£ L/-cScoogSHco^^Jf.^S!c?rW1- 

A , •> £ n >- f - > •> ? n ^ if A , J/^ o^7f ^, •^^oti'f'i'fi) 5 ! 

r->* a T A-^- Aj £i4,^SLfc^c75gE[aw^^^i : - ; Scfc4 
25 cm flfc L< i*2fiW±*>-tttt'fr**"4"5. iS^iO 1 fi^^fk7K^£tf:*t 
0 . 01J *. i4\ 1 - d7d">-'K 2 - •> ? B! 7 u •< =. >\> , 1 - •> ? a 7' T = 
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n-ynt'^fi, -f y^of^ft, n - T^A-t^, n yf/Uft, n 

L-C£«t5) JHtt'PD [i, 2-b] f^'yyffeiCf'StLtv^sl, 

10 7k«l&££Wfg{Ci-o7°n LT»<*«a«rSefe-*-5.fli|*.tt,(k) 

0 N N 0 0 

II II \\ I t 

S OH \ .N P OH O P OH 

0 H , OR - OR 18 • 




R 1 8 ttAmfc*. SlLfcttC 1 -C 1 0 7A>*/U. R 10 !!^^^ 

15 »U<H« (1) -COOH. - SO,H, UUP (O) (OH) jf^lfb 
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ftS, S6C»SL<tt, (m) - COOHJ»s*»f fe*l5. 

2ffi»JS*t»5fet. jaUTOBBWCttlfan [1. 2-b] fyf<^tS©4 
iHt fttttfiJ 4riIft1"518:B fe"f 6. 0J*.tf* ( n ) 5£ : 



16 




17 





(5**, MB-CH,-, -O-. -N ( R 2 4 ) Sfctt-S-, R 16 *3.fctf 

r 1 ntztiZzifeiL lt**WtK c i - c i o t/u=wk r y 7?** 

(o) -O-CH,-, -S-CH,-, -N ( R 2 4 ) -CH 2 -, - CH 2 -C 
H 2 _ % -O-CH (CH,) Sfcli-O-CH ( (CH 2 ) , Ph) - (st 

(f, R 24 tt7KS^.i°SitttC 1 -C 6 P hB7s5^) * s *»f bitS. 

£ fefc#*L<tt» (p) -0-CH,-*fctt-S-CH a -***ff6>*V*. 

rSftttSt^iiJSSoSSJ <t5fflSfi, fna [1, 2-b] 

try /Wtt*«>4tt t rg^ttSj fcofcCitttS- (l 2 ) -cSgc^S 
^<75& (tk^^^^i^o s. - ( l 2 ) -> l ~vzmmvtbG®%. Hffi 

^S^fetto-<v-fef^lSfcJ:t>-i/^ a~**>attt» - U 2 ) -c7?S$*r2^ 

(IV) ICfctt 5 k « 1 b^ e 

^f^s*. ^07**^ ft Steffi IB "Cifflie r/^ayyj CJ:?I 

&ZtlK$iti f7;^^j tan**** h y 7 * * n * 

f- , 2 - ? o a ^ f" . 2 - ^^i 5 f If bKoo 



25 



WO 99/59999 



PCT/JP99/02630 



- t Kb*'/! fA> , 3 - t K a * ^T* a f/US?^^ »f b tl 5 . t K n * W 
fi"] X. 14* , 2 - ?nn:r.^- 2-h , ;7/U^-naif-;u^-irv- > 2 - ? n a 

<bft©, 7* = >K l -l--7f>vvftt. tv\ $ rry-^j ci- 

0 6 7/^*, k Ko*->. Cl-C37**^v/, /M3 y = hn, g 
10 »U<ti*ljftT5;, V7/, C 1 -C 3^07***17 1 S fc tt "t *l fil 

fTf^'H i)4, mils rr/u^-yu-j icttite rry-zuj #g 

15 (M*.H*, l-t7f;^f^) «? # J* *f tl 5 . 

r**3RJR^Sr l ~4JK"F-&tfSj ti4, f n n [1, 2-b] 

a * fc (4 #f * x if. ^ & «t t>- # 7k m m =f- <r> # g & *s £■ m z m & £ a * s * § 

hS*«JS : f!! i 55'i3S*^ 5 . (i i) -CF„ -CI, -Br, 

20 -NO,, -CN, - SOj(OJ:544oJ:D £V'#**Rfl( i 1 *r * * *V>**g-¥- 

tf5fF£-Lfc^£, *3 £t>' (i i i) - C H 3 . - C 2 H 5 , -CH = CH,, - C 

H (CH 3 ) 2 . s/^ a7"n t*/u«OJ:5*4oJ: OiKci»^#^**JB^«:^tf**K 

^£#-f©£/5 i: ^tf i bft"5, 

$^||$f t r 7 ^ # /u * V* /U** = /Uj i LTIl, f^J X. Si* , ^f'^*'> 
95 f} i\y ifs =. il> , x f- /U * df. # ^ ,t; =. /U s n -7n7'^*y»'t"f-' l '^Jl i * If 

i ix © o 
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ff^7? / j ill, C 1 - C 6 TA^/K 79**'K Cl< 
C6 T i\>*>^1l /Utf — zK C 1 - C 6 7 /U^/Usf* ;u =: ;U ^ T 1 $7^122 

(X t I ) 1^*3 its R 7 i2/M3 yy s C 1 - C 6 7 **/K 7 'J 

/l'* tiiC 5 - C 8 oTA'if^^ f WSff s U^. 

— (XII) (CfcftS R 8 iiC 1 - C 6 T A** /V &$!■$. LV^ 

(I) t-f JiiSfc'&ftoR >~R 5 &j;o<R A :fc^-C, jfrS L^K&S 
coS££ (A) ~ (w) -C-^-f. (f) ~ (p) liitfJic t HSH. 
10 RM^^tll, (A) :- (L 1 ) -R\ (B) :- (CH.) x - 2 - (f) . 
(C) :- (CH,) ,_ 2 - (g) , (D) :- (CH,) (h) ««ffSL 

R 2 S3 V> "C i£ > (E) :7^I^, '^yy, C 1 -C 37***, C3- 
C4'>^n7;^'K StIJC 1 - C 3 7 /U + ^ * * » (F) : C1-C37 
15 ;^^stflC3-C4->^a7yK/M' ; tULi/', 

R A |wJS^"Ctt, (G) :-C (=0) -C ( = 0) -NH„ -CH 2 C ( = 
O) - N H s , *fc«-CH,C ( = 0) -NHNH,, (H) : - C ( = 0) - 
C (= O) - N H ,S ! ffS L^, 

r*\z&^x;*. ( I ) : - (n) - (k) , ( J ) = - (n) - ( 1 ) . (K) : 
20 - (n) - (m) , (L) : - (o) - (k) . (M) : — ( o ) — ( I ) , (N) : 

- (o) - (m) , (O) : - (p) - (k) . (P) : - (p) - ( I ) , (Q) =" 

- ( p) - (m) LW, 

R-Mrfc^-r:*, (R) fc}J*te*tt«»B. (S) 

ifctt(i). (T) : **»TF-Sfc!± ( j ) 

25 R 5 :i^v^-r;i, (u) (v) : **iB^t t» ( j ) , 

(VV) : **W^-* 5 ff * l^S 
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m. BBSS. (cardiac failure) , & SS 12 £ £ , ffiiS, SJSftfflHSS, BS^ 

ifft^i=x^ :i.ftMt£&. 

5 SfiJM, ?fM& (spondyiarthropathris) , £eft*fll&, n^^-jS{£§£ 

(Reiter's syndrome) . &S?M2?i2l, (enterapathric spondylitis) , ¥'P 

#KefijE (Juvenile arthropathy) £ It Hft^lf £ (juvenile ankylosing 

spondylitis) . K £ ft 83 2li £ (Reactive arthropathy) , Js$SfeftH2nj£ * Tz'.Z Btk 

icns^, jttantBasB^. st&ft&HM, ^*ftK«s mcisHttj* 

10 (fungal arthritis) s (ft S ft 139 2n & , fit i^Ii?rJ liJ:9 9l*fi 

:Sti5BS*, »«tt#JiftJIRJfc. iSSScM'ffifc (hypersensitivity vasculitis) , 
Luegenec 5FMfi= (Luegenec's granulomatosis) , g> §k ft 855 V V ~? "r 
(polymyalgin rheumatica) , 8821)&BJ!& 'J V ^ f (joint cell arteritis) . Ut\< ! s 
? M-ns bb itWiTMW& (calcium crystal deposition arthropathris) . f&jlJE, #83 

15 Sift ]} (non-articular rheumatism) , rfffSHj^ (tenosynomitis) , 

±|g# (fs^B) , ^ttffMtt. & 9 SLEEK J: SPSS (9 
(repetitive use injury (typing)) , HSi ifc (Dfe&J&te (miscellaneous forms of 
arthritis) , t* BE If ft 113 215 SI £ ft (neuropathic joint disease (charco and joint)) , 
itiJfiiftHgfiS. ifiLffft^BEJS. EAMSttHiaJffi, #<p.C,>ft»SfflSS#*M. 

20 ftK i t> §1 c fi w c tio KSSnsfc (arthritis associated with certain diseases) , 
surcoilosis. dL&3Rtt*£, «Mfc#jta.SM!i3 Atfte©"*'* ^ ° t^Aflffi. ft 'J 
^S^JfiS. IS 7 ■ / /o7' y ^ita-SM, ±ft/h»*tS1tillffi, * iS HE * a£ . SJSftite 
*m&. Behatf?! (Behat's Disease) , ±#ft S EfcS£ft*i:iiA/ft (systemic 
lupus erythrematosis) , J o L < li??l8ft#$Sfttt#&«a J: 5 /iiftitliliKK 

25 <nmffi Srtt^-f ^ s p L Aj*iaft5«)!:xt:i^M:J:o-C77* K^R* 
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fcW***, rnf?L®!^J lit h£-&-^-t5o 
X M * H 5a -f 3 * ^ * « <& ^ ^ 

-i^-Cf 5. Sfc, ^jSAKJattSfca-ft (XV) tt^feB!! J:otfe#«t 
(#feA) 
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SttEKigflU - 7 8°C~- 2 0°C, L< it- 7 8XT~- 6 0°C\ZX V f- V* 

(VI I ) r t frX'Z 5 (J. Chem. Soc. Perkin. 

Trans. 1, 1987, 1 9 8 6 #|) , 
(I2II) 

(VI I) 5:f h7t Fn77V> -/x =?vux — -r /U s x^n^y = 
— >v>y* ^-yU3L-y/H¥©»iKKlj8«; U -2 0°C~0 : C\ jf * L < 12 - 1 5 °C 

1 Ott^ U-t-^"^I ( R 1 M g H a 1 : H a IS^nyytft) £ 

JO*., - 2 0*0-3 O e C, L< ltO°C~2 5°Cld-C 1 ~ 1 5B*(Jfl. £r£ L< 

U ! ~ s fclflRJS:*-**. ii'&cDg&Jl^ff 5 tCi (vi I I) t 

#5Ci:i s -C#5 (Synthesis, 996, 1 9 8 8 11) , 
(» 3 IS) 

a^XSfi^^-rtwZfitt^Srrf-y^Kfci-SXa-C&S. (VIII) 
^i/^nn^^y, ft»=f-vu, * ? / -^«fcjg# L , -7 8°C~0°C, »S 
L < B - 7 8 °C ~ - 6 OtlltT/'ytlCo, llS Lf:t'/- K * 5 r 

£ < . * fvu * /u 7 -f K, F !) 7i-^*77-< y, h !Ji hJfV*7 7^ 
ElB-ilf*, tttt***»D«(cJ: 0 »7Ett*3«:fT^T*? f fc K* (IX) 

(f 4€t) 

(IX) £ i/ah^r-y- ^, f h7t Fc77>, ^if ;H-f /I'?©! 
MEKitSWU ft** (X) *5.fctftt», BEK, fttt5<BISfc»l;tfcfS, 5 0°C~ 
l o o 5 c;c-c 0 . 5-3 -£3 Nfifcfl" 7 ? W 5 K-CftHS 

ZXJt hf a — /URiffflt ( X ! ) " t **"C£ 5 (Chem. Be r. , 102, 

3 2 6 8, 1 9 6 9 #S?.) : 
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- ■** 

(JB5IS) 

fc-ISiiflS-fr* (XI) ro^/u-f 5 KfcttfitS-t-aiS-Cfoo, Itffb^ 
oSft&SSK/? (Protective Groups in Organic Synthesis. Theodora W Green 
(John Wiley &Sons)#SB) |- «fc V) ft 5 - t V$ -5 . ft* ft (XI) * 

CtO. 5 ~ 3 BfFflKrS £ o Z £ ic <fc 9 7 5 / & (XI I) «r#* w i: Jjs-C * 
5. 

(» 6 If!) 

*IIti7 $ 7 iOT^*^fttff 5 I8T?*>5. ft** (XII) i(t*tt 
10 (XIII) *1 OOt~l 50t!:tl 0-6 0 #5J&£ -ft 5 ^ i Jl J: 9 , ft 
^ft!XIV)tS5:ii s 7t5(J. He te r ocyc 1 ic Chem., 
3 1, 4 0 9, 1 9 9 4 #£g) . 
(1711) 

#1111, fnn [1, 2-b] tf!//i?y«fciIt5lStfc5. <t*ft 
15 (XIV)£Dowtherm-A,SAS-296 L, 1 5 0 °C 

~ 2 5 Otllt 1 ~8 ^BKi5S*5 w t fn a [1, 2-b] f'J/^ 

V^-agft (XV) £#5 Z, £ as-C* 5 (J. Heterocyclic Che 
m. , 3 1, 409, 1994 #«) „ 4 {i CO t K n * v'^ili, j§?£<£>Rj£ f 

20 (I8IM) 

(t^ (XV) Srf l>7t Hn77>, v?/ f-Arfr/WAT S K ^ <E> IZ ig fl? 
L, /*S£^ ^7A, Tk^Ht^ h V V A?OfiSiiJ:-JR !e -H a I (Hal 
d />) SrTjQ*. 0°C~ 1 O 0°C, &£ U< 112 0~4 Otf 1 - 1 5 B#fflSJC 

(xvi) & ft 5 1 i a 5 -? * 5 , 

25 (S9IS) 

*xa». SfiiCiiltiAt^IST'Afl., (t*ft (XV I ) £ 1 , 2- 
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*J9anx.fi>, 7h7t K a 79 L, Ha 1 - C ( = X) 

c - ( = x) -Ha i aft*** ^) fc-fctfN- y V, 

h 'J x^yUT 5 ^*?(DJ&g£rtO;i. 3 0 c C~7 0t, #£L<li, 4 0 ~ 6 0 °C 

5-30^, ffsuii, i o~2 o»«j$ts. ia#w«4aas:ff 5 

ft** (XVI I) r#5:H ! tio, 



R 

NC^COOR 

(xvni) 

*3ia 



OR 28 1211 



,27 



NC—h- CH 2 CH 



COOR 27 0R 
(XIX) 



23 



R 
NC 




OR 



,28 



r 28 o 



OR 



,28 



R 1 




»4ia 



OR 



,23 



(XX) 



R 



o 



(XXI) 



H 2 N-N ^0 ^NHcaEt (xxm) R 
° (X) (xxn) 



OH 



me IS 



(XLT) 



N 
I 

NH 2 




(XV) 



(*<P, R l , R 2 > R 4 , *3 «fcO-R 5 l3itfi!Et R 2 7 it C 1 - C 3 7 fi> * 

y 9 5?|RfcjgjaL, R 2, !i7?/M; KRIittt- NH COj E t feSbt) " 
(K 1 IS) 

(XVI I I) £v?> f-A'sfcA'AT 5 K^^>g^!C)tfi? Lv '^yy)t 

<«*.«. k«* y * a, t -7*h* 1* y *r^o^. 

l 8 0 : C , » t L < !i 2 0 ~ 1 5 0 °C X- 3 ~ 8 0 Q$|BJ . *f £ L < !4 5 ~ 7 
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OB#ffl£0c-fr3C£lC«fc (X I X) Sr»5 w tii"C*6. 

(» 2 IS) 

ft^-tt (XIX) *wU*/U**-> K*<Og«fcjg« L. y * A, 

Stttti- b D V J*W(0&mZtoz.. 2 0°C~2 OOt, ff*L<IJl OOt-1 8 
5 0°CT*1 ~2 OBfrffl, ft£ L< 14 3 ~ 1 5 0»WSft? S ■& 5 C 4 £ «fc *Hfc£*5 (X 
X) SrflJS Z 4 i«-C* 5. 
(I3II) 

^ y it-/U^I (R'MgHa 1, Ha 1 IJ/ND^y) *£I4R 1 L i CDx- 
7 A*. X h 7 fc K n 7 7 V , * fc. 14 i? ;< h ^ i/i * V*» tf> id . {fcfcft (XX) 
10 <£>x — f'i' < x h 7 t Fd77>, * fcli-^^ h 3f ->x ? - 2 0 °C~ 3 

O'CX-mtL, O °C~ 7 O °C, »sL<ii2 0t~6 0tT'l~4 8^rfl 1 ft* L 
< (4 2~ 2 4 Bf rflS^o-frS I i !: <t 5 (XXI) Srtfo ^ 4 t5>T-# 5. 

(JH4I1) 

(XXI) > * / — v^^tf-^. 7 1 h7tFa7y 

15 N-7 5 / 7 9*4 $ K (fcfctt (X) ) Ztzlt^'r^X 

yU/^-ir- h (XXI I) ) , M/7**bM, fiK»*?<BKfcJO 

X., 2 0t~ 1 2 0 C C, ft£ L< 145 0°C~ 1 0 0 °C X' 5 #~ 2 B#|SJ % ft* L< 
14 1 0#~ 1 i^FflK^S-tirS w 4 K J: ij fc-fr* (XXI I I ) 4 ^T-# 

20 (I5IS) 

^feAB 5 1^4 ISiliOS^^ff 5 -4IC4 Dft-frft (XII') fefo:i 

a* -c # 5 . 

(*6IS) 

(XI I ) £ ? a n * A , * n a x ? y , fh?t K a 7 7 > , 
25 h^xys^jg&icjga? L, 0 - / h x * t ^ ( C*J x.14" , r -t h * f*x * 
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£*5 I. i 9 ft** (XV) £1#o - tS'T-to. 
^•U^r=:7-v-7'4 A^&5ti£ LtD ean-Stark -Cflft7k-fo, 

(2rfec) 




(XXIV) (XVTT) 



C^cf, r 1 % r 2 , r 4 , r 2 6 , x, n xxiYnmrnt mmss. h a 1 1*^0^ 

V, R 3 0 li - O R 3 \ - S R 3 \ - NHR", - N ( R 3 1 ) 2 > -CN, - N 
(* 1 IS) 

LO #)£A»8 Hi [U^tf>£j££'rf 5 liCiJfl:^* (XVI' ) - t 

(m 2 1§) 

{t-&4ftl (XVI' ) fe f^*^A7 5 K. 7t h-F^K T -fe h > , ^" 

H B»f h V *Rfci- h 5> 0a. 7k R ft; 27 'J^, hV9 
a, t -7'h^->F^«ai»S0i, ^!:R"oh, r 3, sh. 

r3 i NH (R»») 2 N H 5? <B« 31 -2 Ot-l OOt, »*L< 5* 
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0°C~8 0°CT- 1 B#P«g~4 8 S^ffl, »* L<!J1 ^Pfl~ 2 4 B* |B] E JC $ * 5 ^ 
:c-«t 19 (XXIV) 5:t|5:H ! -Ct5. 

5 fc#"C*S. 
(*i6D) 



Y 




(XW) 

R 1 , R 2 , R 4 , R 2S , R 3 <\ X, Y. fcWHa 1 !2itUf2 t IflStt) 
(JR 1 IS) 

10 #8-ASS9Ififcl§]«<3R£*ff 5 -iK* !Mfc*fc (XXV) fcftSCii* 
(12I§) 
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iDfemizZlt ZtlG (#Jxi2\ S. M. Bergeib, "Pharmaceut 
ical Salts, "J. Phar.Sci., 66, 1-19(1977)), 

— h , v if > x i'-> * — h , ^y/x- F, t* U ji> jK ^ — h s 
10 t* * — 5 l" — r , H\ * — — h , ? n y ^ 

K. ? y 7' y #~ K -> h u — K ifr-h, K re * h i" — K 

^ — K ^ !J = 'J — u— h , -vif- ->;u u y yl ^.>^_ ^ % t Kn* v-f 7 

15 U— K -^u— K v/Vtx- K 7>f l'- K 7< -> U — K /f^uy'nS: K, 
^f/'/ihv- K ^f/M/l/7i-^, A •7 — K -f-f'yV— h, -^-h, 
^-Ui-r. 7f*- 1 f> — K /*/U$y— K V hir^— K fc*7^ — K *K 
U#7^ F^n^-r, if y U — h > ^f71/-F v /•< -fe y — K ^-y-^ — 
h . ? — h , ?*hu-h, f—^u-K hf 7^tn7tf - h . h 'J 7 

20 *n / * y h . h^Ol^JgStS. *ft*4r 

LT^S Lft*. W«K1. (k'fr»^7A'4r-/U*fcttT^'5r=L'>«:*tf 

©aaam. &%m<Dmm\~n% stub ■ T^mmw^',tr ^m^> t o a. 
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10 itogSft*, fiJta^te, StfflM»lCi3V*-C*r?lJ"Cfc5 (Bung a rd, H. , 
Design of Prodrugs, pp. 7 — 9, 21 — 24, Else 
vier, Ams te rdam 1985) „ x^f'l'iCT'D H'7 5'^ttJ:< 
tS htlXiS 9 (Silverman. Richard B, The Organic Chemistry of Drug Design 
and Drug Action, Chapter 8. New York, NY Academic Press, ISBN 0-12- 

15 64370-0 *JS) , MSiMftO^nifJy^BiHTtffiK. Sfc, 

/Pxx?^, t e r t - ^f /H^f/l-, !J / if ;l/X7f /l', Jo £ 

25 LKN, N- 'sx-sf-ivV V = — /U7 5 h'x^f^Mi|!f iuo, 

/f/n?f'K'J)'j7oF7y^i, — «t5t ( I ) -C-KbSftSftS-^wr 
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h V ?AJgi a <yit/^^ (Aldrich Chemical Co., Milwaukee. Wisconsin USA;* 
g-ftS* No. 28,956-6 k LX StKJSS^o C;/f***A7 5 K«f 

- 1 1-* 9 Silt-To r itf-C* 5. 

h V "? AJg i 3 ^Mfcxfvu (Aldrich Chemical Co., Milwaukee. Wisconsin USA; 
g = #f No. 1-778-0 k LTA^*It§) ££^$-£5 (^f***A7 5F* 

N.N-v/xf/V^'J a-zl'TS; K * 7" >V X h © 7" n K 7 7 ^ it , — & ( 1 ) 

K (Aldrich Chemical Co., Milwaukee. Wisconsin USA; No. 25.099-6 

tLXK = ^m) £&JSo-£© (y7f/^>^A7; K*©«tt*) ~k\z£>9 

SS it 1" a :H ; t'^5. 

U / if/H^f/^fca^o h'7 y ( I ) X-mfrZtiZ 

it&moi- hll^SM - (2-70 ox^/W) y > g%£ (Aldrich 

Chemical Co.. Milwaukee. Wisconsin USA; No. C4. 220-3 k LTA? 

it -To :it)fto. 
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uvu¥-tt*ifc, ISfeKSTi'J fr-^f", ft SR 81 ft. JH**, JIbSS. 
fcaUHfc-g-ftttSn, i7D';*, KM. &&> J£T, !£MF*k ffifcrt, AB 

o , zti\t&m. ®*m. pfi. ^y*-> 

20 |MRtt»©;fc»(>!w:*:*W 2 mg/m 1 0>«aEKfc5 ± 5 . 4 % r * * h 

fi?WfcJ:tf#7'-fc/i'&£!'£1-5. SJBSftl** *». itJRJW, iS«»L SRWffl. 
KjR-CfcS, &n8£©fc»<Dffi»lll, hHos^f^/y, 7 ;u ^ & ft 
g-^^-y?-^ xf 7 y yst, 5* if w iff K JPJ 1 1 t & 

42 



WO 99/59999 



PCT/JP99/02630 



=fl/-fV, t h !) ^AA/U^'^i/^f ^t^n-^^i, £ 7t 12 i) #3 & ?fi * Id £ffl 
* 5. 

s P L A a JJ«ttfr1-5JlfiKK«oai«*:ia*"*"5 Z > IC «t 5*«W*fttt, WE 
i/3 J; 5 !C, V%%&®}<D s P L A , > te« J:*8lfcft<& fn a : 1 . 2 - b ] f 'J 

25 ZkfrbttZ, 

*%W{t£® (tWo, -fiS ( I ) . (II). (Ill), (I V) T* 
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*»f5wia«-C*5. 1 MJ8#«K«*0*»j*#<D*tt, *&0. l -ft l 0 
fan [1, 2-b] f y ^ ^ > s P L A , |5tS#] ( 33 «t Xf Z ti h <75 RVffl £ 

asKSSft*. ftSW4 l B »BBfflfti±, #l891<0gttJS#£ LTroit-g-fe ( I ) 
<DS'I4£ c ^V^^ft I^^-Cfo 31ft 0 . 0 1 mg/k g ~&J 5 Omg/k 
g/#S£££-r5o 
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eABMkroiiJosfctti*^. *» it* fens. cti<bco*Ett*s ±0^ 

<£>Mi4, Harrison's Principles of Internal Medicine (ISBN 0-07-032370-4) 
1994. page 51 1-515 % cDffi ffitt "C34 "* 5> ft ~ ^ * * ? ic ^ ||# 14 <fc 

5Jg*fl»fe» Rkjfiifi©»«^*ofc < Jlbftfcv^if 5 J: o-CfrfrftS. * 

jssu^stt. «ttttsfcj4Br«wcia*a!i©fta±«o*a»*«:i9:^i'* - £ 

10 L < tittltt Ltl 0 0 W S "Cff 5 w i as "C # 5 . 

*JSW*ffitc «t 5.f6«0»T«)tiJWra, Bi*Wlw*Jffl-C* 57 y-fc-f i L < 14 

15 5:H s t$o. 

* « w it $ m t * » a ft -f s » * 1 4 , a * * a ft *j «t t>* s a £ * l 5 o. 

20 Me : ^ fvU 
E t : xf-/U 
p r : 7* n f /U 
P h : 7 x - /U 

NPh t h : 7f o-f ""f 5 F 
25 iftjfelwJStt 5 ( d ) : »WA 

DBU : 1, 8-y7fk'y^o [ 5 . 4 . 0 ] - 7 - ? y y 
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( 1 ) (18.2 g. 0.160 mol) , 9 0%7-fe hT^rt K (9.43 g, 0.190 mol) 
(20 ml) ICgfWL, l 0 0*8* ASHE (300 mg) b 

(0.63 ml, 6.37 mmol) <75|*S£?3& (10ml) £*0;t, A^^SSvTldll^ * 1 ~ 

,nyf« U-C*gfeLfc^, »JITSKB«:tT^»jft9 2 - 9 4°C (13mmHg) 
to it it #1 ( 2 ) (20.00 g, 88%) £SSfe0>?Kfti: L-Cfcfc (OS. III. 385, 1955. J. 
Am. Chem. Soc, 66, 886 (1944)#!B) . 
1 -S2IS 

(2) (19.2 g, 0.140 mol) «rT-irhV (200 ml) !Cig$U T \) ^7 
d? K (60.2 ml, 0.700 mol) . j£K#!J*A ( 36.0 g. 0.260 mol) £AQ;iT5a# 

0 9'C(14mmHg)©ft'&ft( 3) (22.0 g, 89%) £«S£<0?£f* £ L"C*fc(Compt. 
Rend., 253. 1808 <1961)#JS) . 

nrnm i-S3ii 

(3) (16.8 g, 92.5 mmol) . RS*!f 9^ ( 10.0 g, 102 mmol) Sri? 
/fvu*^** K (85 ml) :cjS«L. 150 e Cf 5 B»mft]|K%& Lfco K&iSl- 

a, HfETfSfflttTV^^L 1 6 8 - 1 7 2 °C<Dit£® ( 4 ) (8.00 g, 79%) £ 
*££cD?£t£<!: LT#7t(Compt. Rend., 253, 1808 (1961)5. t>' Indian J. Chem.. 25, 
1249 01 986) #S) . 

<fc£-* (4) tt, J. Chem. Soc. Perkin Trans. 1. 1837. 1986 £ 

USSfliJ 1-U4I8 

-7 A (3.03 g. 0.125 mol) t 1 , (0.49 ml. 5.67 

mmol) W a —FA'S iff (70 ml) ::.<y;^a* K ( 21.3 g. 0. 125 mmol) to 
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3L-7-j\,®m (30 ml) £*?frT«TU SS!:f LTv^^^Ajigjlft^ 
4--Cj»«!Lfc, *OSft^ (4) (12.4 g, 0.113 mol) Ox-f^gffi (30ml) 
&85TU 2 *n0<3 < "3 iSSEfc^ Lfc. EJC«tt**T* £7JD jlfc. {ft . 2.5 
«M (50 ml) T'8£f*t U 9 0 °C i73 * & _b "C :n - r yu&as Lfca* 5> 1 0 

5 toWllSk&LIZ. Z<D'&. KJS«t:x-^"X»aau, *T«JS£*S*-C-fti*, fix 
»T^*->«>A-Cttl(lkLfc!ft, Stt£«IETff£U mit* is V * V ft> 9 u h 
CttLt. ftgxfvU : (1 : 2 0) Wig ffl § £ * $E L > 

9 0-9 1°C (0.4mmHg) <7>{t&® (5) (17.6g, 77%) «r«8feO«#iLT 
(Synthesis. 996. 1988 #{$) , 

10 iH-NHR (CDCh): 0.81 (3H, t, J = 7.4 Hz), 1.41 - 1.78 (2H, m), 2.09 - 2.41 (2H. m), 
2.56 - 2.70 (1H. m), 3.71 (2H. s), 4.96 - 5.06 (2H. m). 5.56 - 5.77 (1H. m). 7.15 - 
7.37 (5H, m). 

<fc£-«l (5) ( 13.4 g, 66.1 mmol) * {fc > U V (150 ml) ldjg»L. -78°C 
h!)7s=/i'*^7^ (17.7 g, 67.4 mmol) <73gfc > f- u yjS j£ (50 ml) Sr 

HtLmmZis V tlf^9 ut HCftU ft»ifA' : (1 : 4) -??gttl 

20 L> (6) (11.2 g, 83%) fegfeO«#HTftfc. 

iH-NHR (CDCh): 0.87 (3H. t. J = 7.5 Hz). 1.41 - 1.75 (2H. m), 2.50 (1H. dd. J =■ 
18.3. 3.9 Hz). 2.96 (1H. dd, J = 18.3. 9.6 Hz). 3.06 - 3.15 (1H. m), 3.84 (1H. d. J 
= 16.2 Hz). 3.91 (1H. d. J = 16.2 Hz). 7.20 - 7.36 (5H. m), 9.70 (1H. s). 

nmm i-»6ia 

25 ( 6 ) (11.2g. 54.6 mmol) t N - 7 S J 7 9 >\"< 5 K(8.85g. 54.6 mmol) 

4: * * -fr > (250ml) '.ClSaS-fr, 5 «£tSR (6 ml. 30.0 mmol) £flO;i. 1 
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t«if4r'>y n "7 KKftLfc. * nnjfr/UA : (2 : 1) ©jg 

Jii9#&~*iM'"C?fSsfl Ufikife 1 5 3 - 1 5 4 °C (7? {fc-g-^ (7) (14.8 g, 82%) 
5 *t*k&<D'&$a £ LT#fc (Chem. Ber.. 102. 3268(1969)#SB) . 
7c3t##f C21H18N2O2 1 Lt 
H-g{S : C. 76.34; H, 5.49; N, 8.48. 
HtfcM : C 76.11; H. 5.47; N. 8.69. 

iH-NHR (CDCb): 1.22 (3H. t, J = 7.5 Hz). 2.52 (2H. q, J = 7.5 Hz). 3.81 (2H,s), 
10 6.24 (1H, d. J = 3.3 Hz), 6.60 (1H. d, J = 3.3 Hz), 6.91 - 7.03 (5H, m), 7.74 - 7.83 
(4H, m). 

%mm 1-I7H 

(7) (14.9 g, 45.2 mmol) *x.9 J—** (300 ml) Id !BiR$-g\ k 
YyVy—fcft® (5.5 ml, 113 mmol) 4r*0*.. 1 O Ot"C3 0»3Bffi«j*tt 

!) McttL. * n adwUA&gtHigiAfci LTffc-g-fe (XI I - 1 ) 

(9.00 g, 99%) Sr^fe^ifttfc^ t Lt#t. 

iH-NHR (CDCb): 1.16 (3H. t, J = 7.5 Hz), 2.46 (2H. q, J = 7.5 Hz), 3.99 (2H.s), 
4.23 (1H, br s). 5.94 (1H, d. J = 2.7 Hz), 6.64 (lH, d. J = 2.7 Hz). 7.07 • 7.30 (5H. 
20 m). 

flSfcfc (XI I - 1) (6.38 g. 31.9 mmol) lex K * 'y / f- V y t d y& <y 
xf ;V (7.57 g. 35.0 mmol) fcflQ*., 1 2 5 °CX' 4 0 ftfll] . S * + 5 x * / - 

25 ,§,6 0-6 lt^ik^i (8) (7.67g, 65%) 4: t L t 
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l-csku mm\z{£&Q> m 0.54 g,3o%) zm&vft&b lx&k. 



7c3f#tff C21H26N2O4 Ht 

Steffi : C. 68.09; H, 7.07; N, 7.56. 

5 UlSffi : C. 67.69; H, 7.06; N, 7.68. 

iH-NHR (CDCh): 1.20 (3H, t, J = 7.2 Hz), 1.21 (3H, t, J = 7.2 Hz), 1.33 (t, J = 6.9 
Hz), 2.51 (2H, q, J = 6.9 Hz), 3.88 (2H, s), 4.08 (2H, q, J = 7.2 Hz). 4.24 (2H, q, 
J = 7.2 Hz). 6.07 (1H, d, J = 3.3 Hz), 6.66 (1H, d, J = 3.3 Hz), 7.00 - 7.28 (5H, m), 
7.67 (1H. d. J = 11.1 Hz), 10.32 (1H. d, J = 11.1 Hz). 

10 Im^J1-I9II 



{fc£8> (8) (11.9 g,32.1 mmol) £ SAS-296 ( 7 * - A* * v- V *i 9 >) \Z 
g?#U 7;^'y?i^T2 0 0 - 2 1 OtfS^fPliOiLt. SS?t^->^ 
ff>\>t u-? h [eft L> h^xv : ^ (1:2) Sr^ffi^^i LtffS U 

ib-g-l^ (9) (6.85 g,66%) £K£<0*'3 B E 1 i Ltffc. C tiSr-^-tf- v J: 9 f?*g 
15 B H5ii^ 7 5 - 7 6 t^^Lfc, 
7c*#*r C 19 H 2 oN203 4: Ut 
ffrffffi: : C. 70.35; H, 6.21: N. 8.64. 
US;® : C. 70.22; H, 6.28; N, 8.88. 

'H-NHR (CDCh): 1.24 (3H, t, J = 7.5 Hz), 2.66 (2H, q, J = 7.5 Hz). 4.37 (2H. s), 
20 6.88 (1H. s), 7.12 - 7.25 (5H. m), 8.28 (1H. s), 12.18 (1H, s). 

Mmm i -mi o IS 

{t£%>} (9) (3.02 g,9.30 mmol) £ *s * f-fr* * > K (10 ml) iilgfi? 
L. *{fc-f r- y ?A (598 mg, 10.2 mmol) . H,0 (519 mg. 28.8 mmol) Sr 

an*., i 5 o°cf4B$p B ^ n ^js}$ Lf-, ®«&ssu isfetufcas* •> y * r 

25 /U* nv hiwttU Bfifcatf-/U : (1:4) £i£ttiMi LtMSL, 

It^fe (10) (1.32 g,63%) &ffi&<0ttA i LTlto r it 4r x— * 



Heterocyclic Chem.. 31, 409, 1994 #fig) , 
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* > X 9 n'nsis-t 5 t 1 1 3 - 1 1 4 °C * * L fc. > 

7C*£*r C16H16N2O Ht 
~f|Mit : C. 76.16: H. 6.39; N, 11.10. 
JIM : C, 75.93: H. 6.45; N, 11.27. 
5 iH-NHR (CDCI3): 1.24 (3H, t, J = 7.5 Hz), 2.68 (2H. q, J = 7.5 Hz), 4.39 (2H, s). 
5.85 (1H, d. J = 5.4 Hz). 6.53 (1H, s), 7.12 . 7.25 (5H, m). 7.80 (1H, d, J = 5.4 Hz). 

nmm i-mn 

ft£-ft (10) (1.03 g.4.10 mmol) fcr" h 9 t K n 7 9 V (8 ml) L 
i) iji (680 mg. 4.92 mmol) , 7 a * RR * /u (753 mg. 4.92 m 
10 mol) ©f h5t Kn75f»* (2ml)t»t, 5 0 t:-? 3 B*MJPf»«» Lfc. 

MittU h/ux> : Blxf^ (1 : 5 0) gffljg^i LTiftSSU ft* ft ( 
1 1 ) (850 mg. 64%) ^»fe©^atflt r. ft * ^ -9 A- - / * J -A* . 
15 i 0 H^ B B 8l-5 9 4 - 9 5 e C£^ Lfc. 

5c*##r C19H20N2O3 t Lt 
B+^® : C, 70.35: H. 6.21; N, 8.64. 
Hifcffi : C, 70.32: H. 6.29; N, 8.88. 

iH-NHR (CDCh): 1.24 (3H, t, J = 7.5 Hz), 2.69 (2H. q, J = 7.5 Hz), 3.82 (3H, s), 
20 4.38 (2H. s), 4.78 (2H. s), 5.72 (1H, d, J = 5.4 Hz), 6.63 (1H. s). 7.10 - 7.25 (5H. 
m), 7.84 (1H. d. J = 5.4 Hz). 

mmmi -»i2ii 

Sft;*-*^ 'J /U (752 mg, 5.92 mmol) <D J£ it / * U > * (7 ml) \Z- I 5 °C 
-Cft*ft (ID (384 mg.1.18 mmol) <7) J£ ft ^ ^ > ?§ ffi (3 ml) fc N - t f" 
25 ;^;U*'J> (240 mg. 2.37 mmol) £»Q * , 0 V. ? 2 *{|Q ft* L fc. 7k7K>T 
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L\"ft&ixfc«flE«:* * / -^*»e>fftt* L,Bj8210-21 2 'C^ft-g-^ ( I 

-1) (416 mg. 89%) £&**&<fl*till t LTllfc. 

7t%ftVi C21H21N3O5 t LX 
5 JtlHI : C. 63.79: H. 5.35: N. 10.63. 

: C. 63.59; H, 5.39; N. 10.91. 

iH-NHR (CDCh): 1.16 (3H. t. J = 7.5 Hz), 2.86 (2H, q. J = 7.5 Hz), 3.80 (3H, s), 

4.37 (2H, s), 4.76 (2H. s). 5.56 (1H. br. s). 6.06 (1H, d, J = 5.4 Hz), 6.70 (1H, br 

s). 7.13 - 7.25 (5H. m), 8.02 (1H. d. J = 5.4 Hz). 
10 IffiW 1-113 IS 

{fc-fr* (1- 1 ) (248 mg. 0.627 ramoi) A? (3 ml) {ClKfflS-fr, 

^?bt 1 mfefcmti- h v •y^ (ud zmz.x 1 b#w«# trc, *«>a*»T 
;c 1 jafiae*»p*."CS8ifttti: l, waa L,-c<^5*Sft£ttBi 2 52-2 

5 5 "CcOfc-g-^ (1-2) (162 mg. 86%) £ $ RE <D IS ia t L X 
15 jc*£*r C20H19N3O5 tit 

fhfftt : C. 62.99; H, 5.02; N, 11.02. 
HS&B : C 62.80: H. 5.06: N. 11.21. 

iH-NHR (DMSO): 1.04 (3H. t. J = 7.2 Hz). 2.79 (2H. q. J = 7.2 Hz). 4.35 (2H. s), 

4.88 (2H, s), 6.48 (lH. d. J = 5.4 Hz). 7.12 - 7.29 (5H. m), 7.40 (1H. br s), 7.79 
20 (1H, br. s). 8.23 (lH, d. J = 5.4 Hz). 13.29 (lH, br s). 

nM 1-H4IS 

(fcfctt (1-2) (51.4 mg. 0.134 mmol) £ H2O (2 ml)!! gfl £ , 0. 1 

£S h y t-l* (1.34 ml. 0.134 mmol) *: ?k ft T AO ;i f- . 

-itfiiU 2 8 0 : C<Dit£®l (1-3) (50.1 mg) *r£tfe 

25 <£>#)*£ L"C*#fc, 

HJSW 2 
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JU2XS 




(» 1 ID 

(X I 1-1) (601mg, 3mmol), 7ir hfSI?.* tvW (348mg. 3 mmol) . 
/<=r h/ny^ /u* ^i?-7K?nifei(29 mg, 0. 15 mmol) 33 «fc t>* ? n nx}wUA(20ml) 
ooiJ|£$S:farS#: 1 5 B#p B B j»0S?RjSSiti"o a & f& 1~ 5 * * u * = 7 - •> - 7 4 A 
*ra£iOfc Dean-Stark "CUt* Lfc. KJCffili** fi&K-f h y £ A 25 mg £2)0*. 
? a a 6SSe-7 •> £ A fti&m •> D # 7 16 g CO * 7 A ? n -7 h d 

ft L 2.5 %7 -fe h — h y /U - ^ o a * A> A X' M (ti Uffc£-ft( 1 2 )(800mg. 100%) 

'■H-NMR (CDC13) : 1.2l(3H. t. J=7.4 Hz). 2.£>5(2H. q, J=7.4 Hz). 4.36(2H. s), 
5.79(lH. s). 6.43(1H. s). 7.20(5H. m). 
(^2 III) 

ffc^-fe (1 2 ) (799 mg. 3 ramol) , 7' a A gfgs / f /U (0.37 ml. 3.9 mmol) . 
33K#'J£A (539 mg. 3.9 mmol) , > ^ f 5 K (10 ml) </>7S£ife 
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ft; -> U * ?fr 20g Ofl y V ut V \ZH L h /U=yCjSUJ, & til ft 797 mg £ 
T-tr h V 7°p b'/ux - x/u«t 19 S*£ B B a LS,S 12O-121t0>efe$tfl. ft:# 

«j ( 1 3 ) (739 mg, 72.5 %) Sr#fc. 
5 'H-NMR (CDCb) : 1.22(3H. t. J=7.4 Hz), 2.38(3H. s). 2.65(2H. q, J=7.4 Hz), 
3.83(3H. s), 4.35(2H. s), 4.77(2H. s), 5.60(1H, s), 6.54(1H. s). 7.20(5H, s). 
(1311) 

(1 3) (676 mg. 2 mmol)t N- * fvU^-yW* y y (0.44 ml, 4 mmol) 
Sr&fc^uy (10ml) 7k- ^ / (-10°C) -Cftaufcta 

10 ik***rV*' (0.87 ml. 10 mmol) CO^ib^f-U^ (17ml) m&lcMz., mi^iS. 
V30ft9L#LtL. S«?«S:*»T»T>* = T* (10ml) !£ SJD L ^Figfe 
iB Lt§£# * n n jfc/UAjfittl, *jJ6, •> £ A "CKjftS * -/^ 30 g 

0.*7AC#L 50%Tir h — h V ■ ?na*/Ui>.jgtt5#9£7ir h y-gf^if 
/U-CffSfi LB* 225-226°C CD j£ ft feigalu {fc^fc (1- 4) (774 mg, 94.5%)& 

15 

■H-NMR (ds-DMSO) : 1.02(3H. t, J=7.2 Hz), 2.41(3H. s). 2.76(2H, q, J=7.2 Hz), 
3.72(2H. s), 4.32(2H. s), 4.95(2H. s), 6.50(1H. s). 7. 1 5-7.30(5H. m), 7.36(1H, 
br.s), 7.75(1H, br.s). 
(14 18) 

'H-NMR (ds-DMSO) : 1.02(3H, t. J=7.5 Hz), 2.40(2H. s). 2.76(2H, q. J=7.5 Hz). " 
4.32(2H. s). 4.84(2H. s). 6.44(1H. s), 7. 16-7.28(5H. m). 7.36(lH. br.s). 7.75(lH. 
br.s). 
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'NC 



Me 

x 

(14) 



«iia 



COOEt 



Me OEt 
NC — — CH 2 Ch' 



COOEt OEi 
(15) 



Me 



NC 




OEt 



EtO 



;3xa 



Me OEt 

s OEt 



Me utt 



(17) 



i4ia 



«4' III 



Me 

Bn-V 

NPhth 

Me 



(16) 



(18) 



(19) 



N 
I 

NHCOOEt 



*5I8 



Me 

JO 



Bn' 

T 

PCQ-2) NH 2 



(3? 1 IS) 

<t** (14) (25.8 g, 0.203 mol) , /o^ 7t h 7;Uf t h'^: 

* - M48.0 g, 0.244 mol), KK* y £ A (33.7 g, 0.244 mol)** i t>' > TvUsfc * 
5 K (1 30ml) £ W.m%uT 110*CX' 24 B* |BJ JD fft Jfc # Lfc. S 

-102°C (ImmHg) Wft-frlb ( 1 5 ) (39.55 g, 80.1%) ^Sfe^ifitfei Lt 

10 iHNMR(CDCl3): 1.38 (3H. t. J=7.0 Hz). 1.21 (3H, t. J=7.0 Hz. 1.62 (3H. s). 2.01" 
(1H. m. J=14.2 Hz. J=4.2 Hz). 2.40 (1H. m. J=14.2 Hz, J=7.4 Hz). 3.49-3.75 (4H. 
m). 4.24 (1H. q. J=7.0 Hz). 4.25 (1H. q. J=7.0 Hz). 4.75(1H. m. J=7.4 Hz. J=4.2 
Hz). 
(I2IS) 

15 {k£&(15) (43.6 g. 0.179 mol) . SfttfJ V <} M. (19.3 g. 0.197 mol) , 
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•St V (87 ml) OrS"^ ft 2 315 35 SSI 3 160°C£> #3&± 14 ^PflJli;' 

•Cttflfc, »tt*«*tfc*«ET»5«*ffV^A llO-USt (23mmHg) <7?**£ 
(Oiffi* ( 1 6 ) (29.48 g. 96.0 %) ftftfc. 
5 iH-NMR (CDC13) : 1.22(3H. t. J=7 Hz). 1.23(3H. t. J=7 Hz), 1.35(3H. d. J=7.6 
Hz), 1.73-2.00(2H. m). 2.79(lH. m), 3.47-3.80(4H. m). 4.67(lH. m). 
(S3II) 

( 1 6 ) (7.06g. 0.05 mol)Ox - =f A< (35 ml) *R ft v v"7 A (1.53 
g, 0.063 mol) , x-f-/U (71ml) % 1.2- 7 n A x * > (0.26 ml, 0.003 mol) 
10 fciO ; lft'<>y^ (7.14 ml. 0.060mol) £ 9 MS L 1 if 'J = -V - ^KKIlllO X. 

y -y^r -?? J* (5.35 g. 0.1 mol) (50 ml) ftflO X. $ <b 2 N SSg? 63 ml 

ftiDx. 30#fil# Lfc. l^StHi n (3. 36g, 0.040 mol) ft JD *. "Cf *D t , 

15 ■xi/Kje«fS*'> y 90 b Tlli!, 10%£E&x^/u- h^xyjlttSttifc 

(17) (9.13 g, 78 %)ft#7to 
iH-NMR(CDCls): 1.1K3H. d. J=7 Hz). 1.58-2.24(2H. m), 2.90(1H. m), 3.77(2H, 
s), 3.78-3.90(4H. m). 4.87(1H. t. J=4.8 Hz), 7. 14-7.37(5H. m). 
(|4lg) 

20 ft** (17) (35. 9g. 0.129 mol) £ N-T 5 / "7 9 * K (20.9 g, 0.129 
mol) ft95%x?/-H> (250 ml) 1NM ( 13 ml. 0.013 mol) ft- 

ia^fflSJi 30#MS3ifi LfcSftJP, tfrtbSHftM LSt.S I5i-i52°c<©(b^fe 

( 1 8) (35.96 g. 84.4%) ft $ ft fetfJSSS t L t * 7t , 
iH-NMR (CDC13) : 1.22(3H. t. J=7.4 Hz). 2.52(2H. q. J=7.8 Hz). 3.81(2H. s). 
25 6.24(1H. d. J=3 Hz). 6.60(lH. d. J=8 Hz), 6.92-7.03(5H. m). 7.79(4H. m). 
C»4' IS) 
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(17) (1.69g, 8.6 mmol)xf-/U#/W<-tr- h (0.90 g. 8.6 mmol) <D* 
(20 ml) jSfKJ-5N^K (0.86 ml. 4.3 mmol) & HO x. 1 00°C ro ffl fS ± 

fl'JttfcU h/Ui^fttii* fiaSEv^^C/^Aftjft. *✓ »J * y /u 50g <D * 7 A 9 
37H:ttLF^xyfgtB. JRfecOtt«ft (1 9) (0.734 g. 33.1 S)*»fc. 
iH-NMR(CDCl3) : 1.21(3H. br.t). 2.08(3H. s), 3.84(2H, s), 4.10(2H. br), 5.98(1H, 
d. J=3 Hz). 6.55(1H, d, J=3 Hz). 6.79(lH. br), 7.07-7.30(5H. m). 
(1511) 

{t-fr* (18) * fcttfc-g-fe (19) £ til IS® Lt, H2£#J i -17 II 
i EUS©^^^^* (xi 1-2) zntzo 
l^«<DS^^:^TV^^b•g■* (xi 1-3) ~~yc%m (x 1 1 - 1 0 ) sr-g-^Lfc. 
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R 2 

NH 2 



No. 


Ri 


R2 


'H-NMR (CDCb) 


XII-2 


a CH2 


Me 


2.08 (3H, s), 3.98 (2H, s), 5.88 
(1H. s), 6.62 (1H, br. s), 7.09-7.30 
(5H. m) 


XII-3 


F ja CH2 


Et 


1.15 (3H, t, J=7.5 Hz), 2.45 (2H. 
q, J=7.5 Hz), 3.96 (2H, s), 5.94 
(1H. s), 6.64 (1H, br. s), 6.91-7.07 
(4H. m) 


XII-4 




Et 


1.13 (3H, t, J=/.5 Hz), 2.43 (2H, 
q. J=7.5 Hz), 4.00 (2H, s), 5.94 
(1H. s), 6.67 (1H, br.s), 6.83-7.23 
(4H. m) 


XII-5 




Et 


1.09(3H ,t, J= 7.2 Hz), 2.34(2H. 
q, J=7.2 Hz), 3.89(2H, s), 
5.88(1H, s). 6.57QH, br.s), 
6.93QH m). 7.23-7.46(9H, m) 


xri-6 


_ pit 


Et 


1.13(3H, t, J=7.8 Hz), 2.43(2H, q, 
J=7.8 Hz), 3.97(2H, s), 5.92(1H, 
s), 6.63(1H, br.s), 6.81-7.37(10H, 
m) 


XII-7 


Me 


Me 


2.09(3H, s). 3.98(2H. s), 5.88(1H. 
s). 6.61(1H. br.s), 7.08-7.3K5H, 
m) 


XII-8 




Me 


1.96(3H. s), 3.86(2H. s), 5.83(1H. 
s). 6.9K1H, br.s), 7.07-7.34(8H. 
s) 


XII-9 




Me 


2.10(3H. s). 4.03(2H. s), 5.90(1H. 
s). 6.70(1H. br.s), 7.15-7.57(9H. 
m) 


XII-10 


fT CH2 


Et 


1.08(3H. t. J=7.5 Hz), 2.32(2H. q. 
J=7.5 Hz). 3.86(2H. s), 5.90(1H. 
s), 6.60(1H. br.s), 7.12-7.33(8H. 
m) 
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OH 




(* 1 II) 

{tit Hi (XI I - 1) (11.06 g, 54.5 mmol), 4-? n/l>7*-fe h BBf* ^^(8.97 
5 g, 54.5 mmol), '< 7 h > ^ /u* *fP^.(518 mg. 2.73 mmol), *3<fcl>* 

* a a */UJ»(l80 mD^aE-frft*: 4 # IB] A) IRS X Lfc. 5*14* U * = 7 

- >- y 4 A 2ro£fc Dean-Stark T'flft* Lfc. SJCpffiJC* <h s£t§&T h V <J A 
(250 mg)£flO;i, ? o n */UA"Cttm Ufc. £££1 > £ A ffc^t^ 
ET»tt«rl*SU ft** (2 0) (15.17 g. 92.5H)«:»fe(Ojft*t*i fC»fc. - 
10 'H-NMR(CDCb) : 1.23 (3H. t. J=7.5 Hz), 2.68 (2H, q, J=7.5 Hz), 4.36 (2H. s). 
4.53 (2H. s). 6.08 (1H. s). 6.51 (1H. s). 7.14- 7.24 (5H, m). 
(55 2 Iff) 

{\L%*fa ( 2 0 ) (1.49 g. 4.95 mmol) , /nARg^f /I/ (0.61 ml. 6.44 mmol) . 
vi&fi <) V J* (684 mg. 4.95 mmol) . <s / <f /l< * M. 7 i K (15 ml) W/S^fe 
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86 0-, jSHESrKEffliLfc. AS 4: •> !/ * V * 2 8 

<bftfc$7f 1 . 4 0 g 4x-f^-5Sx-f/>J: Sg B B a L , K£ 7 3 - 7 3 . 
5 5 "Crofts ft (21) (1.19g, 64.4%) *fifelS B B a i Lt#f;„ 

'H-NMR(CDCh): 1.23 (3H. t. J=7.5 Hz). 2.67 (2H, q, J=7.5 Hz), 3.84 (3H, s), 
4.35 (2H. s). 4.55 (2H, s), 4.82 (2H. s), 5.89 (1H, s), 6.62 (1H, s), 7.12- 7.24 (5H, 
m). 
(*3 IS) 

10 i\L^<m{2 1 ) (373 mg, 1 mmol) , 7 x / - ^(113 mg, 1.2 mmol), !) 
9-M166 mg, 1.2 mg), *3 X. VT± V >(10 ml)© ffi-frfc £ 2 2 R$mtt&±A]gl9 

mznz it, #s>hfcaift. ■> y * y 1 3 g ©# 5 a 9 n t h icw u 5 % 

»»*f-'U- h/ua^aS-CJSffl Ltl^ti*, U {k^* (2 

15 2 ) (350 mg, 81.4%) LT#fc. 

iH-NMR(CDCl 3 ) : 1.24 (3H, t, J=7.5 Hz). 2.69 (2H, q, J=7.5 Hz), 3.75 (3H, s), 
4.37 (2H. s), 4.77(2H, s), 5.06 (2H, s), 5.96 (lH. s). 6.60 (lH, s), 6.93- 7.25 (10H. 
m). 
(S4I1) 

20 2 2 ) (350 mg, 0.813 mmol)** £ N - * y >(0.18ml. 1.63 

mmol)*Ht^f (5ml) LfcttffcJ*-** y >u (0.21 - 

ml. 2.44 mmol) <Dig.it / * \s > (3 ml) & ffi 7k ft T fc"C » x. , [3 rS £ T' 2 B# 
W«#Lfc, 5JCiK€:*?frT«7y* = 7* (2 ml) id&flDU trffiiS L 

TBfc£. * n ntf/UA-Cfiffl Lfc. W£II§£7kz&, Bit » v A ft « 

25 SMEfeffl* L fc. •> !J # y A* 12 B iD*7A|:ftL, 50% 7 -t h - h 'J >\> 

- ? a n*/UA-?gffl1-Siia«:*X>. Lfc. ^P,nfc«?£*r. 7ir 
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h > -&&^f-^vnn£g a L, 185-186°C£D{b-a-fei ( I - 6 ) (375 mg, 91.9%)'* 

iH-NMR (ds-DMSO) : 1.04 (3H. t, J=7.2 Hz), 2.79 (2H. q, J=7.2 Hz). 3.67 (2H, s), 
4.33 (2H, s), 4.99 (2H. s). 5. 15 (2H, s), 6.68 (1H. s). 6.93-7.29 (10H. m), 7.40 (1H. 
5 br.s), 7.79 (1H. br.s). 

nittm 5 




(SB l II) 

ft*-* (2 1) (5.0g, 13.4 mmol)*SJ:VN, N- v/-f y 7" o t'A<- N- af/i- 
10 7;y (3.5 ml. 20.1 mmol) I'V (25 ml) }C jg ft $ * fc „ I©S?$R 

-A'B (- 1 0°C) LJtaUfc y (3.5 ml. 40.2 mmol) 

OtiUttf-^y (35 ml) MKiD*:, tB.%. X' 2 B#fflfit# L fc. EtfiR**ft 
TST-y^e-TTk ( 10.7 ml) ^nD*/l/A40ml £) S -g- jg IC j£ AO U " 

15 ''Sif. HI^SiLt, aSt->!)*^4 2g(0*5Ai;#L, 50%7ir 

*rr h7t Fn77^-S^xf;UfSSSU it*. 191-194 6 C W(fc£fe (2 3) 
(5.36 g, 90.0 A tLTUfc. 
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■H-NMR (dc-DMSO) : 1.03 (3H. t. J=7.5 Hz). 2.78 (2H. q. J=7.5 Hz). 3.72 (2H, s£ 
4.34 (2H. s), 4.76 (2H. s). 5.00 (2H. s). 6.71 (1H. s). 7.16-7.28 (5H. m). 7.42 (1H, 
br.s). 7.82 (1H. br.s). 

5 ft*ft(2 3) (500 mg, 1.13 mmol) > 4 - y^lru y = / - ,u (152 mg . L35 
mmoD.pm*? V ^A(i87mg, 1.35 mmolh 3 y !7 A (38 mg. 0.226 ramol) . 

&J:tf7-fe h> (20 ml) 0«**&ififi?.h 7 B^Mif fa L fc. 71rh>£|& 
£U Stat: K^ai^-etogu-C^SftSrttiaufc^, Zg&£g£Lfc, 

»Al 7 8 - 1 7 9«C©(^«5 (1-7) (419 mg. 71.6%) 

•H-NMR (CDCh) : 1.04 (3H. t. J=7.5 Hz). 2.79 (2H, q, J=7.5 Hz), 3.68 (3H. s), 
4.33 (2H, s), 5.00 (2H, s), 5.13 (2H. s), 6.68 (1H. s), 7.00-7.24 (9H. m), 7.40 (1H, 
15 br.s), 7.80 (1H. br.s). 

6 -nt&m 8 6 

(1-8) -ffcfcft (1-84) L f- o *3HIftftEJiTlC*i-, 




20 ££L. Ali«T<oa:Tafe$ft5Sfc*5fe-*-5. 

0 N-CH 2 CH 2 
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No. 


Ri 


R2 




RM 


(°C) 


•H-NMR (ds-DMSO) 


1-8 


a 0H2 


Et 


Et 


Me 


183- 
185 


1 i r* /otT *. T__ n c tt \ i <~> /-> /,"\tt 

1.16 (3H, t. J=/.5 Hz), 1.26 (3H. 
t, J=7.5 Hz), 2.73 (2H, q. J=7.5 
Hz), 2.85 (2H, q, J=7.5 Hz). 
3.80 (3H, s), 4.33 (2H, s). 4.74 
(2H, s), 5.54 (1H, br), 5.94 (1H, 
s), 6.67 (1H, br), 7.14-7.28(5H. 
m) 


1-9 


a CH2 


Et 


n-Pr 


Me 


204- 
206 


0.93 (3H. t, J=7.2 Hz), 1.16 (3H. 
t, J=7.5 Hz), 1.70 (2H, m. J=7.2 
Hz), 2.66 (2H, t, J=7.2 Hz), 2.85 
(2H, q, J=7.5 Hz), 3.79(3H, s), 
4.33 (2H, s), 4.74 (2H. s). 5.56 
(IH, br), o.93(lH, s), 6.68(lH, 
br), 7.12-7.27C5H, m) 


MO 


a CH2 


Et 


i-Pr 


Me 


174- 
175 


L17 (3H. t, J=7.2 Hz), 1.25 (6H. 
d. J=7.2 Hz), 2.87 (2H, q, J=7.2 
Hz). 2.96 (IH. m, J=7.2 Hz), 
3.80 (3H, s), 4.32(2H, s), 4.75 
(2H, s), 5.53 (IH, br.s), 5.96 
(lli, s), fa. 67 (IH, br.s), 7.13- 
7.30 (5H. m) 


Ml 


a CH2 


Et 


Pb 


Me 


236- 
239 


1.09 (3H, t, J=7.4 Hz), 2.84 (2H, 
q, J=7.4 Hz), 3.72 (3H, s), 4.42 
(2H. s), 5.14 (2H, s), 7.10-8.05 
(10H. m), 7.42 (IH. br.s), 7.82 
(IH. br.s) 


1-12 




Et 


Me 


Me 


252- 
254 


1.02 (3H. t. J=7.2 Hz). 2.41 (3H. 

e"l 9 7fi (9H n T— 7 9 HV\ ? 79 

(3H. s), 4.30 (2H, s), 4.95 (2H. 
s). 6.50 (IH, s), 7.07 (2H. t. 
J=8.7 Hz). 7.23 (2H, m), 7.35 
(IH. br.s), 7.74 (IH. br.s). 8.00- 
8.04 (2H. m) 


1-13 


F xy CH ' 


Et 


Ph 


Me 


253- 
255 


1.09 (3H. t. J=7.5 Hz), 2.84 (2H. 
q. J=7.5 Hz). 3.72 (3H. s). 4.41 
(2H. s). 5.14 (2H, s), 7.09 (IH. t. 
J=9.0 Hz). 7.10 (IH. s). 7.30 
(2H. dd. J= 9.0, 5.7 Hz), 7.41 
(IH, br.s). 7.50-7.58 (3H. m). 
7.81 (IH. br.s). 8.00-8.04 (2H. 
m) 
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S 3 



No. 


Ri 


R2 


R5 


RM 


CO 


'H-NMR (ds-DMSO) 


1-14 


F xy CH2 


Et 


CF 3 


Me 


200- 
202 


1.18 (3H. t. J=7.5 Hz), 2.88 (2H, 
q, J=7.5 Hz). 3.82 (3H. s), 4.32 
(2H. s). 4.81 (2H, s), 5.58 (1H, 
br.s) 6.29 (1H. s). 6.77 (1H. 
br.s), 6.93 (2H. t, J= 8.7 Hz), 
7.23 (2H. dd. J=8.7. 5.4 Hz) (by 
CDCb) 


1-15 




Et 


Ph 


Me 


244- 
246 


1.09 (3H, t, J=7.5 Hz), 2.83 (2H, 
q, J=7.5 Hz). 3.72 (3H, s), 4.43 
(2H, s), 5.14(2H, s). 7.03-7.28 
(5H, m), 7.42 (1H, br.s), 7.49- 
7.56 (3H. m). 7.81 (1H, br.s), 
7.97-8.01 C2H. m) 


1-16 


u 


Me 


Me 


H 


271- 
272 
(d) 


2.33 (3H. s). 2.41 (3H, s), 4.31 
(2H, s), 4.84 (2H, s), 6.45 (1H, 
s), 7.12-7.30 (5H. m. 7.39 (1H. 
br.s). 7.75 (1H. br.s) 


1-17 


a CH2 


Me 


Ph 


H 


253- 
254 
(d) 


2.42 (3H. s). 4.41 (2H, s). 5.05 
(2H, s), 7.05 (1H, s), 7.16-8.07 
(10H. m), 7.44 (1H. s), 7.81 (1H, 
s) 


1-18 


a CH2 


Et 


Et 


H 


223- 
225 
(d) 


1.04 (3H, t, J-7.2 Hz). 1.21 (3H, 
t, J=7.2 Hz), 2.70 (2H, q. J=7.5 
Hz), 2.79 (2H, q, J=7.5 Hz), 
4.31(2H, s), 4.84(2H, s), 6.45 
(1H, s), 7.15-7.28 (5H. m), 7.36 
(1H. br.s). 7.75QH. br.s) 


1-19 


a 0H2 


Et 


n-Pr 


H 


231- 
233 
(d) 


0.87 (3H. t. J=7.2 Hz), 1.04 (3H, 
t. J=7.2 Hz). 1.67 (2H, m. J=7.5 
Hz), 2.65 (2H, q, J=7.2 Hz), 
2.79 (2H, q, J=7.5 Hz), 4.31 
(2H, s). 4.86 (2H. s). 6.46 (1H, 
s), 7.13-7.25 (5H. m). 7.36 (1H, 
s), 7.75 (1H. s) 


1-20 


a CH2 


Et 


i-Pr 


H 


234- 
236 
(d) 


1.06 (3H. t. J=7.2Hz). 1.23 (6H, 
d. J=6.6 Hz). 2.81 (2H. q. J=7.5 
Hz), 2.98 (1H. m. J=6.6 Hz), 
4.30 (2H. s). 4.87 (2H. s), 6.48 
(1H. s), 7.14-7.28 (5H. m). 7.36 
(1H. br.s). 7.75(1 H. br.s) 


1-21 


a CH2 


Et 


Ph 


H 


244- 
246 
(d) 


1.09 (3H. t. J=7.2 Hz). 2.85 (2H. 
q, J=7.2 Hz). 4.42 (2H. s), 5.04 
(2H. s). 7.04 (1H. s). 7.14-8.03 
(10H. m). 7.43 (1H. br.s). 7.81 
(1H. br.s) 
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S4 



No. 




R2 


R6 


RM 


(°C) 


iH-NMR (ds-DMSO) 


1-22 




Et 


Me 


H 


238- 
240 


1.03 (3H. t, J=7.5 Hz), 2.40 (3H. 
s), 2.76 (2H, q, J= 7.5 Hz), 4.30 
(2H. s), 4.84 (2H, s). 6.45 (1H, 
s). 7.07 (2H. t, J=8.7 Hz). 7.23 
(2H, dd, J=8.7, 5.7 Hz). 
7.37(1H. br.s), 7.75 (1H. br.s), 
13.26 (1H, br. s) 


1-23 


F ja CH! 


Et 


Ph 


H 


250- 
252 


1.09 (3H, t, J=7.5 Hz). 2.84 (2H, 
q, J=7.5 Hz), 4.41 (2H, s). 5.04 
(2H, s). 7.04 (1H, s), 7.09 (2H, t, 
J=8.7 Hz), 7.31 (2H, dd. J=8.7, 
5.7 Hz), 7.43 (1H, br.s), 7.50- 
7.58 (3H, m), 7.81 (1H. br.s), 
8.00-8.04 (2H, m), 13.26(1H, 
br.s) 


T OA 


(TY CH2 


Hit 




Jtl 


248- 
250 


1.06 (3H, t, J=7.5 Hz). 2.83 (2H, 
q, J=7.5 Hz), 4.35 (2H. s), 5.04 
(2H, s), 6.97 (1H, s), 7.09 (2H, t, 
J=8.7 Hz), 7.26 (2H, dd. J=8.7, 

5.7 Hz), 7.53 (1H, br.s), 7.90 
(1H. br.s). 13.40 (lH. br.s) 


1-25 


a ! 


Et 


ph 


H 


252- 
254 


1.09 (3H, t, J=7.5 Hz), 2.83 (2H, 
q, J=7.5 Hz), 4.43(2H. s), 5.04 
(2H, s), 7.03-7.28 (5H, m), 7.44 
(1H, br.s), 7.48-7.57 (3H, m), 
7.82 (1H, br.s), 7.96-8.01 (2H. 
m). 13.26 (1H. br.s) 


1-26 


Vt CH2 


Me 


Me 


Me 


163- 
165 


2.33 (3H, s), 2.41 (3H.s). 3.71 
(3H. s), 4.31 (2H. s), 3.95(2H, s), 
6.49 (1H, s), 7.13- (.30 (oH. m), 
7.37 flH. br.s). 7.77 flH. br.s) 


1-27 


a =H ! 


Et 


•CHsSPh 


Me 


189- 
192 


0.99 (3H, t, J=7.2 Hz), 2.75 (2H. 
q. J=7.2 Hz). 3.70 (3H. s). 4.25 
(2H. s). 4.29 (2H, s), 4.93 (2H. 
s). 6.62 (1H, s), 7.14-7.38 (11H. 
m). 7.77(1H. br.s) 


1-28 


a CH2 


Et 


-CH2CI 


Bn 


172- 
173 


1.14 (3H, t. J=7.5 Hz), 2.84 (2H. 
q, J=7.5 Hz), 2.34 (2H. s). 4.50 
(2H. s), 4.80 (2H. s), 5.24 (2H. 
s). 5.41 (1H, br.s). 6.17 (1H. s). 
6.58 (1H. br.s). 7.22 (5H. m). 
7.36 (5H. s) 
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S 5 



No. 




R2 


R5 


RM 


(°C) 


! 'H-NMR (de-DMSO) 


1-29 


a CH2 


Et 


Ql-CHj 


Bn 


185- 
186 


1.16 (3H.t. J=7.2 Hz), 1.76 (4H, 
br.s). 2.48 (4H. br.s), 2.85 (2H. 
q. J=7.2 Hz). 3.63 (2H, s), 4.34 
(2H. s). 4.81 (2H, s), 5.22 (2H, 
s). 5.36 (1H. br.s), 6.33 (1H, s), 
6.54 (1H. br.s), 7.22 (5H, 
m).7.36 (5H. s) 


1-30 


a CH2 


Et 


O w N-CH 2 


Bn 


183- 
184 


1.17 (3H, t, J=7.4 Hz), 2.37 (4H, 
m). 2.86 (2H. q. J=7.4 Hz), 3.47 
(2H. s). 3.63 (4H, m), 4.32 (2H, 
s), 4.80 (2H, s), 5.22 (2H, s), 
5.40 (1H. br.s), 6.27 (1H, s), 
6.56 (1H. br.s), 7.12-7.22 (5H, 
m). 7.35 (5H. s) 


1-31 


a CH2 


Et 


/ — \ 
MeN NCH, 
\ — r 2 


Bn 


202- 
203 


1.17 (3H. t. J=7.2 Hz), 2.29 (3H, 
s), 2.43 (8H. br.s), 2.86 (2H, q, 
J=.7.2 Hz). 3.48 (2H, s), 4.32 
(2H. s), 4.79 (2H, s), 5.22 (2H, 
s), 5.39 (1H. br.s), 6.28 (1H, s), 
6.55 (1H. br.s), 7.16-7.24 (5H, 
m). 7.35 (5H. s) 


1-32 


F ja CH! 


Et 


F JCf 


Me 


274- 
276 
(d) 


1.09 (3H. t. J=7.2 Hz), 2.84 (2H, 
q, J=7.2 Hz), 2.72 (3H, s), 4.40 
(2H. s). 5.13 (2H, s), 7.06-7.42 
(8H. m), 7.81 (1H, br. s), 8.07- 
8.12f2H. m) 


1-33 


a CH2 


Et 




Me 


249- 

253 

(d) 


1.08 (3H. t. J=7.2 Hz), 2.84 (2H, 
q, J=7.2 Hz), 3.72 (3H. s), 4.42 
(2H. s). 5.13 (2H, s), 7.10-7.41 
(9H. m). 7.80 (1H, br.s), 8.06- 
8.11 (2H. m) 


1-34 


,,a CH2 


Et 




Me 


215- 
217 

(d) 


1.09 (3H. t. J=7.5 Hz), 2.84 (2H, 
q. J=7,5 Hz). 2.72 (3H, s), 3.83 
(3H. s). 4.40 (2H. s), 5.13 (2H, 
s). 7.04-7.28 (8H. m), 7.40 (1H, 
br.s). 7.79 (1H. br.s). 7.99 (2H, 
d. J=8.7 Hz) 


1-35 




Et. 


Me 


Me 


187- 
189 


0.89 (3H. t. J=7.2 Hz), 2.34 (3H, 
s). 2.55 (2H. q. J=7.2 Hz), 3.72 
(3H. s). 4.25 (2H. s). 4.93 (2H. 
s). 6.45 (1H. s). 6.85-7.48 (10H. 
m). 7.72 (1H. br .s) 


1-36 


"0 


Et 


Me 


Me 


201- 
202 


1.01 (3H. t. J=7.4 Hz). 2.34 (3H. 
s). 2.76 (2H. J=7.4 Hz). 3.72 
(3H. s). 4.28 (2H. s). 4.94 (2H. 
s). 6.48 flH. s). 6.79-7.41 (10H. 
m). 7.7 I flH. br.s) 
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No. 


Ri 


R2 


R5 


RM 


CO 


iH-NMR (de-DMSO) 


1-37 


a CH2 


Et 


a 


Me 


207- 
209 
(d) 


■% r\ a /ATT . t rr r TT \ ^ i r\r\ 

1.04 (3H. t, J=7.5 Hz). 1.20-1.90 
(10H. m), 2.59-2.70 (1H. m). 
2.79 (2H, q, J=7.5 Hz). 3.71 
(3H, s), 4.30 (2H. s). 4.97 (2H. 
s), 6.54 (1H, s), 7.12-7.26 (5H, 
m), 7.34 (1H, br.s). 7.74 (1H. 
jr.s) 


1-38 


a CH2 


Et 




Me 


160- 
162 
(d) 


1.06 (3H, t, J=7.5 Hz), 1.56-2.01 
(8H. m), 2.80 (2H, q. J=7.5 Hz), 
3.08-3.18 (1H. m). 3.71 (3H, s), 
4.29 (2H, s), 4.98 (2H. s), 6.49 
(1H, s), 7.13-7.27 (5H. m). 7.35 
(1H. br.s), 7.74 (1H. br.s) 


1-39 


a CH2 


Et 




Me 


245- 
247 
(d) 


- A A /AT T Y mm r- XT \ A 

1.09 (3H, t, J= 7.5 Hz), 2.84 
(2H. q, J=7.5 Hz), 3.72 (3H, s), 
4.40 (2H, s), 5.12 (2H, s). 6,11 
(2H, s), 7.04 (1H, s), 7.07 (1H, 
d), 7.13-7.28 (5H, m). 7.41 (1H, 
br.s), 7.56-7.61 (2H, m). 7.80 

/ * T T 1_ \ 

(1H. br.s) 


1-40 


a CH2 


Me 


Et 


Me 


194- 
196 


1.23 (3H, t, J=7.4 Hz), 2.35 (3H. 
s), 2.72 (2H, q, J=7.4 Hz), 3.71 
(3H, s), 4.30 (2H, s). 4.96 (2H. 
s), 6.51 (1H, s), 7.20-7.25 (5H, 
m), t.Sb (In, br.s). /.74(1 ri, 
br.s) 


1-41 




Me 


n-Pr 


Me 


210- 


0.89 (3H. t, J=7.4 Hz). 1.69 (2H. 
m. J=7.4 Hz). 2.35 (3H. s). 2.67 
(2H. t. J=7.4 Hz). 3.71 (3H, s). 
4.oU (Zri, S), 4.yb (Zri. S), b.Ol 
(1H, s), 7.12-7.23 (5H. m), 7.36 
(1H. br.s). 7.75 (1H. br.s) 


1-42 


■ rY CH2 


Me 




Me 


204- 
206 


2.37 (3H, s), 3.65 (3H. s). 4.02 
(2H, s), 4.28 (2H. s). 4.92 (2H. 
s) 6 52 (1H s) 7 21 (5H m) 
7.26 (5H, xn). 7.35 (1H. br.s). 
7.74 (1H. br.s) 


1-43 


a CH2 


Me 


MeSCHz- 


Me 


210- 
211 


1.80 (3H. s). 2.36 (3H. s). 3.70 
(5H. s). 4.30 (2H. s). 4.96 (2H. 
s). 6.58 (1H. s). 7.10-7.26 (5H. 
m). 7.39 (1H. br.s). 7.77 (1H. 
br.s) 


1-44 


a CH2 


Me 


MeOCHs- 


Me 


228- 
229 
(d) 


2.35 (3H. s). 3.29 (3H. s). 3.71 
(3H. s). 4.32 (2H. s). 4.46 (2H. 
s). 5.00 (2H. s). 6,55 (1H. s). 
7.13-7.30 (5H. m). 7.39 (1H. 
br.s). 7.77(1 H. br.s) 
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No. 


Ri 


R2 


R5 


DM 


(°C) 


'ti-NMK (U6-DMSO) 


1-45 




Me 


Ph 


Me 


251- 
252 


2.42 (3H. s), 3.7K3H. s). 4.41 
(2H. s). 5.14 (2H, s). 3.10(1H. 
s). 7.16-8.06 (10H, m). 7.46 (1H. 
br.s), 7.81 (1H. br.s) 


1-46 


a CH2 


Et 


OCH 2 
OMe 


Me 


lev- 
ies 


1.04 (3H, t, J=7.5 Hz), 2.79 (2H, 
q, J=7.5 Hz), 3.68 (3H, s). 4.33 
(2H, s), 4.99 (2H, s), 5.08 (2H, 
s), 6.66 (1H, s), 6.80 (2H, d. J=9 
Hz), 6.92 (2H, d, J=9 Hz), 7.17- 
7.28 (5H, m), 7.40 (1H, .s), 7.79 
(1H. br.s) 


1-47 


a CH2 


Et 


OCH 2 
OMe 


Me 


176- 
179 


1.03 (3H t J=7 4 Hz) 2 79 C2H 
q, J=7.4 Hz), 3.67 (3H, s), 3.68 
(3H. s), 3.71 (3H. s), 4.34 (2H, 
s), 5.00 (2H. s), 5.09 (2H. s). 
6.45-7.28 (8H. m), 7.41 (1H. 
br.s). 7.80 (1H. br.s) 


1-48 


a CH2 


Et 


OCH 2 

<> 

Me 


Me 


191- 
192 


1.04 (3H, t J=7 2 Hz) 2 21 C3H 
s), 2.79 (2H, q, J=7.2 Hz), 3.67 
(3H. s), 4.33 (2H, s), 4.99 (2H, 
s). 5.11 (2H, s), 6.66 (1H, s), 
6.88 (2H, d. J=9 Hz), 7.05 (2H, 
d, J=9 Hz), 7.16-7.28 (5H, m), 
7.39 (1H. br.s). 7.79 (1H. br.s) 


1-49 


i 

.a CH2 


Et 


CH 2 
\ 1 


Me 


188- 
189 


1.04 (3H, t, J=7.0 Hz), 2.60 (4H, 
s), 2.78 (2H, J=7.0 Hz), 3.73 
(3H. s). 4.22 (2H. s), 4.66 (2H. 
s). 4.97 (2H. s), 6.54 (1H. s), 
7.20-7.28 (5H, m), 7.40 (1H, 
br.s). 7.79 (1H. br.s) 


1-50 




Et 


N3CH2- 


Bn 


178- 
179 


1.03 (3H. t, J=7.4 Hz), 2.79 (2H. 
q, J=7.4 Hz), 4.35 (2H, s), 4.49 
(2H, s). 5.07 (2H. s). 5.21 (2H. 
s), 6.63 (1H, s), 7.12-7.36 (10H. 
m). 7.41 (1H. br.s), 7.81 (1H. 
br.s) 


1-51 


Me 


Me 


a CH: 


Me 


199- 
201 


2.29 (3H. s), 2.43 (3H, s). 3.63 
(3H. s). 4.04 (2H, s). 4.92 (2H. 
s). 6.46 (1H. s). 7.21-7.32 (6H. 
m). 7.71 (1H. br.s) 


1-52 


fY CH2 


Me 


Me 


Me 


194- 
196 


2.18 (3H. s). 2.37 (3H. s). 3.79 
(3H. s). 4.24 (2H. s), 4.74 (2H. 
5). 5.91 (1H. s). 5.94 (1H. br.s). 
6.71 (1H. br.s). 6.98-7.38 (8H. 
m) 
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its® 

No. 




R 2 


R5 


RM 


(°C) 


iH-NMR (da-DMSO) 


1-53 




Me 


Me 


Me 


234- 
236 


2.44 (3H. s). 2,16 (3H. s). 3.80 
(3H. s). 4.37 (2H. s). 4.75 (2H, 
s), 5.45 (1H. br.s). 5.96 (1H. s), 
6.67 (1H. br.s), 7.29-7.56 (9H, 
mi 


1-54 


r 


Et 


Me 


Me 


190- 
192 


0.96 (3H. t. J=7.2 Hz). 2.37 (3H. 
s), 2.60 (2H, q. J=7.2 Hz), 3.81 
(3H, s), 4.25 (2H. s), 4.73 (2H, 
s), 5.43 (1H. br.s). 5.90 (1H, s), 

ft fin HR Kr G 7 ^7 fftW 

D.ou ^in, Dr.sy. D,yo-/.o/ [piL, 
m) 


1-55 


a CH2 


Me 


Me 


Et 


197- 


1.21 (3H, t, J=7.2Hz), 2.32 (3H, 
s), 2.41 (3H. s), 4.18 (2H, q, 
J=7.2 Hz), 4.31 (2H, s), 4.93 

(5H, m). 7.35 (1H. br.s), 7.72 
(1H. br.s) 




rr CH2 


Mp 




A 


160- 
161 


2.41 (3H. s). 2.44 (3H, s). 2.50 
(4H, br.s). 2.65 (2H. br.s), 3.71 

s), 5.94 (1H. br), 5.98 (1H, s), 
6.94 (1H. br). 7.15-7.24 (5H. m) 


1-57 




Et 


OCH 2 

0 


H 


218 
•220 
(d) 


1.04 (3H, t, J=7.5 Hz), 2.80 (2H, 
q, J=7.5 Hz), 4.34 (2H, s), 4.88 
(2H si 5 14 C2H s) 6 66 (1H 
s), 6.93-7.30 (10H. m). 7.41 (1H. 
br.s). 7.80 (1H. br.s) 


1-58 


a CH2 


Et 


SCH 2 

6 


H 


226- 
228 
(d) 


0.99 (3H. t, J=7.2 Hz). 2.74 (2H, 
q, J=7.2 Hz). 4.25 (2H. s), 4.28 
(2H, s), 4.83 (2H. s). 6.60 (1H, 
s), 7.14-7.39 (11H. m). 7.78 (1H, 
br.s), 13.33 (1H. br) 


1-59 




Et 


CH 2 


H 


228- 
231 
(d) 


1.05 (3H. t. J=7.4 Hz), 1.77 (4H. 
br.s), 2.80 (2H. q, J=7.4 Hz), 
2.86 (4H. br.s). 4.09 (2H, s), 
4.34 (2H. s). 4.66 (2H, s), 6.65 
(1H. s). 7.16-7.28 (5H. m) 


1-60 


a CH2 


Et 


0 


H 


167- 
168 


1.06 (3H. t. J=7. 2Hz). 2.35 (4H, 
m). 2.80 (2H. q. J=7.2 Hz), 3.53 
(4H. m). 4.31 (2H. s). 4.87 (2H, 
s), 6.50 (1H. s). 7.12-7.24 (5H. 
m). 7.39 (1H. br.s). 7.78 (1H. 
br.s) 
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No. 




R2 


R5 


RM 




iH-NMR (de-DMSO) 


1-61 


a CH2 


Et 


CH 2 

0 

N 

Me 


H 


249- 
250 
(d) 


1.05 (3H, t. J=7.2 Hz). 2.32 (3H. 
s), 2.44 (4H, br.s), 2.55 (4H. 
br.s), 2.79 (2H, q, J=7.2 Hz), 
3.52 (2H, s), 4.31 (2H. s). 4.67 
(2H, s). 6.39 (1H, s), 7.10-7.25 
(5H, m), 7.37 (1H, br.s), 7.79 
(1H, br.s) 


1-62 


a CH2 


Et 


F 


H 


245- 
248 
(d) 


1.09 (3H, t, J=7.5 Hz), 2.84 (2H, 
q, J=7.5 Hz), 4.40 (2H. s), 5.04 
(2H, s), 7.05-7.43 (8H. m). 7.82 
(1H, br.s), 8.06-8.12 (2H m) 


1-63 


a CH2 


Et 


F 


H 


250- 
253 
(d) 


1.09 (3H, t, J=7.5 Hz). 2.84 (2H. 
q, J=7.5 Hz), 4.41 (2H, s), 5.04 
(2H, s), 7.05 (1H, s), 7.13-7.43 
(8H. m), 7.82 (1H, br s), 8.05- 
8.11 (2H. m) 


1-64 


a CH2 


Et 


OMe 


H 


248- 
250 
(d) 


1.09 (3H, t, J=7.5 Hz), 2.84 (2H, 
q, J=7.5 Hz), 3.82 (3H, s). 4.40 
(2H, s), 4.99 (2H, s), 6.96 (1H. 
s), 7.06 (2H, d. J=8.7 Hz), 
7.14-7.27 (5H, m). 7.41 (1H, 
br.s), 7.80 (1H. br.s), 7.96(2H, 
d, J=8.7 Hz) 


1-65 




Et 


Me 


H 


218- 
219 

(d) 


0.90 (3H, t, J=7.2 Hz), 2.33 (3H. 
s). 2.55 (2H, q, J=7.2 Hz). 4.24 
(2H, s), 4.83 (2H, s), 6.39 (1H. 
s), 6.85-7.47 (9H, m). 7.73 (1H. 
br.s) 


1-66 


^^CH 2 


Et 


Me 


H 


188- 
190 


1.02 (3H, t. J=7.0 Hz), 2.34 (3H, 
s), 2.76 (2H, q, J=7.0 Hz). 4.28 
(2H, s), 4.84 (2H, s), 6.44 (1H. 
s), 6.80-7.41 (10H. m), 7.75 (1H, 
br.s) 


1-67 


a CH2 


Et 


a 


H 


272- 
275 
(d) 


1.04 (3H. t, J=7.5 Hz), 1.20-1.90 
(10H. m). 2.50-2.70 (IH. m), 
2.79 (2H. q, J=7.5 Hz). 4.30 
(2H. s), 4.86 (2H, s). 6.48 (1H. 
s). 7.12-7.26 (5H, m). 7.36 (1H. 
br.s), 7.75 (1H. br.s), 13.24 flH. 
br.s) 


1-68 


a CH2 


Et 




II 


250- 
252 
(d) 


1.06 (3H. t. J=7.2 Hz). 1.55-2.01 
(8H. m). 2.80 (2H. q. J=7.2 Hz). 
3.06-3.18 (1H. m). 4.29 (2H. s). 
4.87 (2H. s). 6.44 (lH. s). 7.12- 
7.27 (5H. m). 7.37 (lH. br.s). 
7.75 (1H. br.s). 13.30 (lH. br.s) 
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No. 


R> 


R2 


R5 


RM 


CO 


'H-NMR (de-DMSO) 


1-69 


a CH! 


Et 




H 


240- 
243 
(d) 


1.09 (3H. t. J=7.5 Hz), 2.84 (2H, 
q, J=7.5 Hz). 4.40 (2H. s), 5.01 
(2H. s). 6.11 (2H. s), 6.98 (1H, 
s), 7.06 (1H. d, J=8.1 Hz), 7.13- 
7.30 (5H. m), 7.42 (1H. br.s), 
7.55-7.59 (2H, m), 7 81 (1H 
br.s). 13.25 (1H, br.s) 


1-70 




Me 


Et 


H 


200- 
201 


1.22 (3H. t. J=7.6 Hz), 2.35 (2H, 
s), 2.71 (2H. q, J=7.6 Hz), 4.30 
(2H. s). 4.86 (2H s) 6 46 flH 
s), 7.23 (5H. m), 7.38 (1H. 
br.s) .7.74 (1H. br.s) 


1-71 


a CH2 


Me 


n-Pr 


H 


204- 
205 


0.88 (3H. t. J=7.0 Hz), 1.68 (2H, 
m), 2.35 (3H 2 66 C2H t 
J=7.0 Hz), 4.30 (2H. s), 4.85 
(2H. s). 6.46 (1H. s), 7.22 (5H. 
m), 7.34 (1H. br.s), 7.74 (1H, 
br.s) 


1-72 


a CH2 


Me 


a CH2 


H 


245- 
247 
(d) 


2.37 (3H. s), 4.01 (2H, s), 4.28 
(2H. s), 4.82 (2H, s), 6.52 (1H, 
s), 7.20 (5H. m), 7.25 (5H, m), 
7.37 (1H. br.s). 7.74 (1H. br.s) 


1-73 


a CH2 


Me 


MeSCH 2 - 


H 


228- 
229 
(d) 


1.89 (3H. s). 2.36 (3H, s), 3.71 
(2H, s), 4.30 (2H, s). 4.85 (2H. 
s), 6.54 (1H. s), 7.22 (5H, m), 
7.40 (1H. br.s). 7.78 (1H. br.s) 


1-74 


a CH2 


Me 


MeOCHz- 


H 


197- 
198 


2.35 (3H. s). 3.29 (3H. s), 4.32 
(2H. s). 4.44 (2H. s), 4.89 (2H. 
s), 6.49 (1H. s), 7.22 (5H, m), 
7.41 (1H. br.s), 7.78 (1H, br.s), 
13.28 C1H. br) 


1-75 


. a CH2 


Et 


OCH 2 
F 


H 


215- 
216 


1.04 (3H. t. J=7.2 Hz). 2.79 (2H, 
q, J=7.2 Hz). 4.32 (2H. s), 4.89 
(2H. s). 5.13 (2H, s), 6.65 (1H. 
s). 6.97-7.25 (9H. m). 7.41 (1H. 
br.s). 7.79 (1H. br.s), 13.30 (1H. 
br.s) 


1-76 


a CH2 


Et. 


OCH, 
OMe 


H 


218- 
219 


1.04 (3H. t. 7.4 Hz). 2.79 (2H, q, 
J=7.4 Hz). 3.68 (3H. s). 4.33 
(2H. s). 4.88 (2H. s). 5.07 (2H. 
s). 6.63 (1H. s). 6.79 (2H, d. 
J=9.2 Hz). 6.93 (2H. d. J=9.2 
Hz). 7.15-7.23 (5H. m). 7.40 
(1H. br.s). 7.79 (1H. br.s). 13.2 
(1H. br) 
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1-77 


rT^ CH2 
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Et 


OCH, 

X 

OMe 


H 


204- 
206 


1.03 (3H, t. J=7.4 Hz). 2.78 (2H, 
q, J=7.4 Hz), 3.67 (3H. s).. 3.71 
(3H, s), 4.33 (2H. s). 4.88 (2H, 
s), 5.07 (2H, s), 6.49 (1H, d of d, 
J=8.8 Hz, J=2.8 Hz). 6.64 (1H, 
s), 6.67 (1H, d, J=2.8 Hz), 6.77 
(1H, d, J=8.8 Hz), 7.20 (5H, m), 
7.40 (1H. br.s). 7.80 (1H. br.s) 


1-78 


a CH2 


Et 


OCH 2 

11- 

Me 


H 


219- 
221 


1.04 (3H, t, J=7.0Hz), 2.21 (3H, 
s), 2.79 (2H, q, J=7.0 Hz). 4.33 
(2H, s), 4.87 (2H, s). 5.10 (2H, 
s), 6.63 (1H, s), 6.88 (2H, d, 
J=8.8 Hz), 7.04 (2H. d. J=8.8 
Hz), 7.21 (5H, m), 7.41 (1H, 
br.s), 7.79 (1H, br.s). 13.3 (1H, 
br) 


1-79 


a 


Et 


CH 2 


H 


210- 
212 
(d) 


1.03 (3H. m), 2.39-2.46 (4H. m), 
2.77 (2H, q, J=7.0 Hz), 4.30 
(2H, s), 4.33 (2H. s), 4.81 (2H, 
s), 6.38 (1H, s), 7.23 (5H, m), 
7.38 (1H. br.s), 7.76 ClH. br.s) 
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Et 


N3CH2- 


H 


199- 

200 
(d) 


1.03 (3H, t, J=7.4 Hz), 2.79 (2H, 
q, J=7.4 Hz), 4.35 (2H, s), 4.51 
(2H, s), 4.87 (2H, s), 6.59 (1H, 
s), 7.23 (5H, m), 7.42 (1H, br.s), 
7.80 (1H. br.s), 13.3 (1H. br) 
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• Me 


Me 


a CH2 


H 


232- 
233 
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2.30 (3H, s), 2.42 (3H. s), 4.04 
(2H. s), 4.81 (2H. s), 6.47 (1H, 
s), 7.20-7.32 (6H. m). 7.71 (1H, 
br.s). 13.27 (1H. br.s). 
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I J. 


Me 


Me 
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949 

244 
(d) 


2.15 (3H, s), 2.30 (3H. s). 4.22 
(2H, s), 4.65 (2H, s). 6.29 (1H, 
s), 6.86-6.89 (1H, m). 7.18-7.52 
(8H. m), 7.81 (1H. br.s). 


1-83 




JTT 


Me 


Me 
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271- 
276 
(d) 


2.36 (3H, s), 2.41 (3H. s). 4.35 
(2H. s), 4.79 (2H. s). 6.42 (1H. 
s), 7.27-7.61 (10H. m). 7.77 (lH. 
br.s) 
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c 


^CH 2 


Et 


Me 
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214- 
216 
(d) 


0.88 (3H. t. J=7.2 Hz). 2.31 (3H. 
s), 2.54 (2H. q, J=7.2 Hz). 4.23 
(2H. s). 4.75 (2H. s). 6.35 (1H. 
s), 6.87-7.42 (9H m). 7.76 (1H. 
br.s) 
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Edward A Dennis II i 5 E $ r Analysis of Human Synovial Fluid 
Phospholipase A2 on Short Chain Phosphatidylchoiine-Mixed Micelles: 
Development of a Spectrophotometry Assay Suitable for a Microtiterplate 
10 Readerj (Analytical Biochemistry, 204, pp 190- 197. 1992:-?- <D ffl ^ £ 'fflm\Z 
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y 7 7 — ) 

CaCl2.6H 2 0 (2.19g/L) 
15 KC1 (7.455g/L) 
7 ->m?f 7^7' 5 > (Ig^KT^) (lg/L) 
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pH 7.5(NaOH T'M) 

20 mm^yy 7-) 

0.05M-AcONa 
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pH 4.5(im-C-!fig) 

25 sPLAa lmg^§#^^-y7r- lml \Z Jg«-f o : £U£ 4t!:tK#to, 

7u/-fe'f rop^:c:i, ZiZ)B«5 /1 l!:5P<y7r-^ 1995 /1 lflO;fC#«?Lffi 

81 



WO 99/59999 



PCT/JP99/02630 



(DTNB) 

5.5'-^f-al"tf*-2-£.e.#» (fD3t»S5RS!) 198mg £ H2O 100ml !C@f$? 
P H 7.5(NaOH "CMS) 
5 (Substrate (If) SfE) 

1.2- 1'* {■^■•7 9 S << fcf-yt) •1.2-yrt^->-sn-^ytD.3-*^*!l;i' 
3|)y lOOmg £ 1ml CD? n n *;Ui, !r.jg<|?1- 5 „ 
(Triton-X 100) 

Triton-X 100 624. 9mg Z 100ml -y 7 7 — VBMir -5 , 

10 : W * n U- h 1 tfeft 
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. . ■ 3Lf / — j\, 25.75 
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£ B+ 10 0.00 
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?st£j£# 6 0 m g £-£tfJg»Jttftc& «fc ? dgjif-f 5 : 



10 6 0 m g 

TV?)/ 4 5 m g 

1»iSfi14-fe a - * 3 5 m g 

# y b-=vu t* a y k > (Tjc q= i o %mm 4 m g 

h y <} A^yW/}?^ fvUr ^7°^ 4. 5mg 

15 ^7 y A. 0. 5 m g 

ffi^E 1 m g 

S+ 1 5 0 m g 



fS't4)55t^> fV^y, fcitft^n-xaNo. 4 5 * y a. Li . S. (O.S*© 

20 5K£rI£L, oV^fltilrNo. 14/y ! /aU. S. ^•5V>!Ciif, w «fc 

9 iZ. LTifcllttft 5 0 u C-C'ajgL-CN o . 18^'/aU. S. .$» © V 11 -T „ " 
fe b C ft N o . . 6 0 t y ■> a U . S . ^ 5 v^trii Liti- b V V A * /UK* 

Ltt> JTSflSTEffi Uf #fiik 1 5 0 m g Ofi»J&#5. 
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f§ttfi£#8 0 m g Sr^tf ^T'-b^JpJiiifcco J: ? SiKit-J-S : 
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8G 



WO 99/59999 



PCT/JP99/02630 



S!?FJ0"J8 

I§t£i£# 1 0 0 m g 

ffiftJBIIS»*' !lt U F 1 0 0 0 ml 

S#Jfl! 9 

10 <**§eftSiSiJ (l/WT/u) ttfto j: 9 iwS3i1-5 : 

1 2 7 m g 
o o m g 

•7 h — A* . l 8 0 m g 

±!2nx#£r5t£j£# OSIii 1 0 m g / g ffcottWffi £ ft o <fc 9 
15 S?to 0 &$)(0m'3XT y -ft - 4 0 t-C 3 B#fSK ft&JI * x -v 7° £ - 1 0 °CT' 
10 8*181. m**5*-r y 4 0t-?3 B#|BJfr5 0 ^Wg, lOSWftft^f y 

7*£0°C, 10Pat60Wl. 2 0 5 0^^77 7/5:6 0O, 4 P a "C* 5 B# 

Mi? 5. :oi 3 C LT *Sw itf-C* 5. 

20 »*t.L0)*Jffi*rigtt 

fcJSaflS**!*, s P L A,ia»f^fflSr#i-5. ttoT*«W{fc*ttltt. sP ■ 

■Oft 5. 



WO 99/59999 



PCT/JP99/02 630 



l . -»5t ( I ) 




[ 4> % R'ii (a) C6-C2 0 7^#/K C 6 - C 2 07*-^ = *, C 6 - 
02 07** = *. &3RatS, S^ltm^SS, (b) l Sfctt^ftEUb, ^rt 

Liti, *fctt (c) - (l 1 ) — r 8 (at, LMiTK^^^, saw*-, mm 

^, R 6 « (a) ifctt (b) ^fei8iR*tl5S) A^jS*?cFiX5S : 
RMi, *SSff-?-*fcl4#*3SUK-?-£ 1 ~4H^#tfS ; 
R 3 {4, - ( L 2 ) - (Ktt£) L 2 I4&&S i W5ia*«r* U 

i: ©SaS©* $ it 1 ~ 5 T'fcS) ; 

R<3o J:tfR»{4. **v?ixaStL-C**JR^. ^teffitlftl. 



(5t<f» N L 7 I4*tt** fell- C H s - , -O-, -S-, - NH-, fe L < !4 ~ 



R A l4l£ : 
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2 . (II): 




R r li, - (CH,) m-R 12 (mlil~6rolt> R 1 2 i* (d) St: 




(5£4\ a, c. e, n, q, fcil): t jlfHtji LT 0 - 2 ©It, R' 
3 *5«tU*.R 1 4 H^il 4 LT^ny>, Cl-CIOT^^A-, Cl-Cl - 

0 T >\s * 3h df- v- . C 1 - C 1 0 7!I-'K -^t a 7 U — ;K J3 

ft L s ,'i- (CH,) v - , -c = c-, - c = c - , -o-, tt.it- s 
-. vttO~2 0>S». Ptt-CH.-*fclJ- (CH,) viJillSi 1 * 
fcJiffiSlB^K bliO~3o0^gc, d!10~4«lg(, t\ p . *J <t w It * ft 
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Jetlffia Lt 0 ~ 5 <75g&. g 140 ~ 2 <75>g&, r 14 0 - 7 WKft. u II 0 ~ 4 
©S«) t-lb^ol, Sfctt (e) CI - C67/W^ 

/Ust-^- >, C1-C6ad7 ^ * A/ * * •> , Cl-C6^ n T/U^/W, 7 'J -/V, 
Jo J::>Vnd y ft>g>fefittft»$>Bft£ 2X5 1 t L< 14 2 W Jt <& tt ft £ "v? lift S ft 

(d) 0>«j£55JR) *»5>ai«S*t5at : 
R 8 |4. C 1 - C 3 7 >V*)\>, C2-C3 7*t-*, C 3 - C 4 i/^ o7/U^ 
;U , C3-C4'>i)'D7^7 = /K C 1 - C 2 7 A"* /> , C 1 - C 3 7 /V Mr 
)Vir*'y. ifci4C 1 - C 3 T/u***-* ; 
R 9 I4> - ( L 3 ) - R ,s (St, L 3 !43t : 



R 

•M-C 
i 

R 



16 



17 



Mtt-CH,-. -O-, -N ( R 2 4 ) Sfctt-S-. R l6 fcit>* 
R 1 Ml^ft^axfiiL-CTlcJlSW?-, C 1 -C 1 07;^;K 7'J-/K 7?^* 
;K 7 A- * A> ^ * •> v ^c7;^;W ;& /V tf? * i/ , x7tl4^ny^. R 24 i47kS? 
fij£^-47tl4C 1 - C 6 7/V*/V) , R 1 5 it. £ : 
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0 N N 0 0 

ii _ji \ t t 

•S — OH <C P — OH 0 — P — OH 



N 

H - OR 18 • OR 18 



0 R 19 0 R 19 



t I t 

-P (CH 2 ), N R 19 0 — P (CH 2 ) t N R 19 



OR 18 R 19 • OR 18 R 19 





tlffiS L"Czlc35fflt?-£fcttC 1 - C 1 0 7A-*A- % ti£l~8CDg&) ; 

R 1 0 <£ t>' R 1 1 !i x ^tl? L-CzKSSW? 1 , Cl-C8 7/^/K C2- 

5 C8 7/^='K C2-C87/^=^, C 7 - C 1 2 C7-C1 
2 7 A' # y A- , C3-C8'>i?n7;l'^/K C 3 — C 8 v" ? d7A7-'K 7 = 
=■ A- , h 1/ A- , ifv/U/K t'7a = C 1 - C 8 7/^'^ ^->, C 2 - C 

8 7 A--7" - A- 3- v\ C2-C87;U*-/l't*'> > C2-C1 27^^r^7*- 
■>7A'*;l', C2-C1 2 7;V^r;l't^-/7/^;l't^v' 1 C2-C127A=^- 

10 A-* A-.tf^ A-, C 2 - C 1 2 T/Udf7U*7U#=.7U7 5 / , C 2 - C 1 2 7 A- * " 
^-^f ->7 5 / , C 2 - C 1 2 7 /K/l't* v/7 5 / * A# = /K C 1 - C 1 2 T 
/U 3- /U 7 ? / , C 1 - C 6 7 )V % /U f - , C 2 - C 1 2 7 /U 7U- f- ir tl >^ ** - . 
Cl-C87^ J f't'7'i'7^-;K 0 1- 087'^'^/^ = *, C2-C8 
ADj/^'l't^^, C1-C8ao7^^M/1'*;1', C2-C8^c7^ 

15 =*r A- , C 1 - C 8 t K n * -y 7 /U * A- , - C ( O ) O ( C 1 - C 8 7 A- df- A-) , 
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- (CH 2 ) z-O- (C1-C8 , -<V ! y i^ir^'y , 7 y-A'**.^ 

. >c . T ij _ /i/^-df-->C 1 - C 8 T/U^'K 7!)-^f*, 7'J-^ftCl-C 
8 7,^;!/, .>7/Cl-C8 7^'K - (CONHSO,R- 5 ) . -CHO, 
T 5 / 7 ; y / , ad^v, * 5 /K * A'rf?^ i/, * A"< /W** S', - ( C 
5 H a ) z - C O O H . > 7 / , <sT / T * V 7 - >s J . t K 7 ^ K 

(hydrazido) . tK7^A t K 7 v 5 K (hydrazide) , t Fn*'>, t K n * 

stf = /K U< tt#*#=./U*»&afc£*i5#tt*tt«iftS, R !5 iiC 1 - C 6 
T # >\> t ft \t 7 y — s z I i 1 ~ 8 <D ; *3 £ l>\ 
10 R B ii5t: 

O $tzl* O 

(^^ , zteitufEil^SS) t*in«^«!, ^rcOT'n F5 

- y jf ^ i.^^mtihnmm^^m^ti^m. a* fibrosa ft ft. 
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R 1 3 , R u , b, d, f % g, r , u, w, a, 0 % 

StJlEi:l^ga:L 6 !SmS-g-. - CH,- > -C = C-, - C = C-, -O-, * 

5 4. R 2 iJitfR'iSC 1 - C 3 7****fcttC 3 - C 4 i/* omnfcfi 

9&m±&®ztis&* shuttle 

5. L z ^J;t>'L 3 ^-o-CH,-T-feotl*iI 1 ~4©V^1*#li»|ilE««><b* 
10 SJfilfcfe. 

6 . -ft* (III) : 




[St* s R 2 0 li 5v : 
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(St*. L'lJUS^. -CH.-, — C-C-. — C = C — , -O-, 
S - : R 1 3 & XXfR 1 4 tt**l*;Mfc4 LtAoyy, C 1 - C 1 0 T/U^/K 
Cl-CIOT;'^/^^-/, Cl-C107/^*ft, ^fn7 
!/ — /u. 13 J;I>*C l - C 1 0 or /udf-;u*»6 SfiStlwatRcFtiSS : b(10~3 
5 cogg, d IS o ~ 4 roggc, f, p , js .fctfwii^ti-eiiffiiE Lt o ~ 5 ©KiR, 
gte0~2©g&, rttO~ 7 u 14 0 ~ 4 <Dg& : a ttSSSB® fctt 

fiSHW-f: /3!i-CH 2 -Sfc!5- (CH,) 2 -> v ttKSSJS^ * ; 

R 2 1 14 C 1 - C37^^f/Vst!iC3-C4->^D7/V= ! r/l' ; 

10 ' L*\i, -O- CH,-, - S- CH,-, -N ( R 2 4 ) -CH,-, -CH 2 - 
CH,-, - O-CH (CH,) £fci4-0-CH ( (CH.) ,Ph) - (3* 
«t». R 2 4 !±7X^M^S fc!4 C 1 - C 6 T/Kf/U, Phll7x-*) ; 
R 3S I4, -cooh, - so 3 H, SfciiP (O) (oh) 2 : fc^o* 
R 2 3 JiTkSsJjF.^, 0 1- 0 67*^. C7-C1275/^^, C1-C6T 

15 /U^;V^^->, Cl-C67'^^ft, Cl-C6kFn^'>7/^/K C2 
-06^07^^/^^-/, An^y, # ;W # *r *S , C 1 - C 6 7^*^t*V 
fl/Urfs/U. T'J-^PT^-v. 7'J-/^^f'>Cl-C87'^yK 7!J— 
Jr. 7'J-^tCl-C87/^/K y7/Cl-C87'^'K Kill. 

20 *5±tfR B l45t: 



O O 

(SC«f, ZllZtt-NH,*tlj!-NHNH,) t'SbSnol] "? tp £ ft 5 ft 



o 
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7 . -»« ( I V) 




5 L 6 - CH,-, -C = C- , - C = C - , -O-, tfZit- 

S - ; R 1 3 *J it>*R 1 4 ItZtl^tiniL Lt^ny>, C 1 - C 1 0 7'H;K 
Cl-C107/l'^l'Tif-> 1 Cl-Cl 07'^*ft, 7D-/K -vn7 
>; — is itKC 1 - C 1 0 ^ n 7 A-=*;Ut)> bffiillwjliiR § tloi ; b 11 0 ~ 3 
Ottft^t d 140-4 ©SMfc, f. p . *J JltfwJi-tft-Ffiafc LX 0 ~ 5 

10 gi40~2tf)g£!c, r!40~7Og&, u li 0 ~ 4 tfg$C ; a (4&£JF.* * it !4 
fitltflt* : 0 14- C H, - 4 tilt- (CH,) . - . v ttt«*JR^- : 

R 2 1 (4 C 1 - C 3 7 /W * /U * fc ji C 3 - C 4 -> * a 7 /U * /U : 

R 2 3 ItfrXJHL* , C1-C67***, C7-C 1 277'K/K C1-C67 
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/U*/^*->> C 1 - C 6 T )\s*>v*f-ir, C 1 -C 6 t KnJf->7/P^ > C 2 > 
- - C '6 T/W*/^* /Nnyy, C 1 - C 6 TfrSrfr** 'S 

H,\,i£=.iV, TV-^**->. 7 V -A,** >SC 1 - C 8 7/W*/K T'J-^f 
-j.^ 7!)-;l/fiCl-C87/l'*^, -^7;C 1 - C87/^/K rISSI, 
5 *fc!4iS*?iS£ ; 

R B f4:£ : 

^NH 2 

O ttcl* O 

(5£*, ZISZi4-NH 2 Sfcli-NHNH 2 ) T-SfcSftog; 
£>£tfk tt l - 3 omm X-7f;ZiivVc&%>. *CD7°n *\ U< tt^rft 

10 P>o!!JiS±fFSSii5*£x Sfcll^rft <b<75?g££fp*!3, 

8 . L 4 — O — CH,-ffe5SI*5 6 HE*<0{b^«J. *OT*d t> 

9 . R A fc £t>*R B 75>- CO CONH 2 T-foo!l*lI 1 ~8 <B ^ 1" ft IE* © -ft 

*<&7*n h*7 y *\ t t < (4*ft OSSI JbfFS £ ft 5 £fc!4*ftfc 
15 rog«Efp«S. 

1 0 . R A fc £t>*R B /^ - C H 2 C O N H 2 "t*£>3ff 1 ~ 8 ©^-Tft^KEtt 
(Dit-t^l. tto-fa y # * i t < tt-tft<b<&SiB±l ! l : S3ft5&, Sfcte* 

ft roig^fn^o 

1 1 . •R A *5 «t t>"R 8 # - C H j C O N H N H 2 T* & O 1 ~ 8 ©V^-f fti»fw 

i 2 . xx^/usjot'ej K 7 y :/-?&>o tfi* 1 ! i ~ 8 ©v>T ft;$>!ciEfc<7>7'a K 
5 y V \ 

13. (5-7 5 ~ -<<y-/^- [ l , 2 - b 1 
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(g-7;;t*ty^-7 — <> v/U- 6 - jc^/U f n n [ 1 , 2 - b ] f 'J f 

5 *J>- 4-4 *s)8t$ti- M 

(5-7$;t^ty^"7 v/U- 6 - x^vU- 2 - / fvU fan [l, 2 

-b] t 9 y^^y-4-^;^^y)^g?/f;K 

-b] t 0 V 4 --f /w**-»RBc. 

10 (5-7;/t^ty^-7-^>y^-2, 6 - v?* ^vU f & n [i, 2-b] 

(5-7;/t^tll/l'-7--<yy^-2 1 ^t'nn [ 1 , 2 - b ] 

( 5 - 7 5 / T^rf y /U- 7 2 , [l, 2 - b ] 

15 fy^^y-4 -'f ^la-^vORK 2 - (^;i/*y^-4-^;W xfyux^f 

(5-7; / y /U- 7 v/U- 2 , [l, 2-b] 

(5-7^7 t^ty^- 7 - ^yy/U~ 2, 6-v>^^t: c nn [l, 2-b] 
20 f y 4 -f;^*V)B8t h y £ A, 

2-b] try tri/y- 4 ->r /u^-dp- -»bbe>^/u, 

(5-75 / * * * y A* - 7 - > - 6 - > f- /U ~ 2 - 7 x xi /U fc° a a [ 1, 

2-b] k j y y^v- 4 - 4 **** i/)#tm. 

25 (5-7;;t^rty/^7-^y^^-6-xf;l/-2-7ix;H: , na [ 1 , 
2-b] try ¥*s>- 4-4 /l^t*y)KK>f 
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2"-b] t , yy-/y-4-^^i*v/)BS, 

x/l^nn [l f 2-b] fcT !J ^ 2/ ^ - 4 - ^ i/] ft & > ^'K 
[ 5 _7^ / sj- df- -fr y - 6 - jl f - /U - 7 - ( 2 - 7;U^n^y^;l/) - 2 -7s 
- ;i , t ( na [1, 2-b] 

[5_75 y Tf-^-tr y ;U- 7 - ^< > : J ft* - 6 - x f* A- - 2 - (4-7^tn7xn 

fc'nn [1, 2-b] 
[5-7^; y ^- dp- y /U - 7 - ^y^/V-6-xf;l/ - 2-(4-7/W^n7x^ 
AO t'nn [i f 2-b] fc° y ^ ^ ^ - 4 - ^ A** * >0 Rtt, 

on [ a ( 2-b] f 'J ^ V- 4 vOft®M fvU, 

( 5 ; ij 7 - A> - 6 - x f" A' - 2 - 7 ^ / * 5/ > A/ f 

np [1, 2-b] f y jTi?>- 4 ->f A^*$/)RBL 

AO fnu [1, 2-b] fcT V ¥ & > - 4 - *f /U* * £/] ft @? > fvl/ , 
[ 5 ^7;y t^+r'J/l^ - 7-^yy/^6-xf/^2-(4-> ^'>7i^ 

AO t'na [1, 2-b] e!)/v?y-4-^t*v/]S8, 
[5 y t^-f y ^- 6-xf^-2-/f^- 7 - (2-7xx;^>y 

20 AO t'no [1, 2-b] t 4 y^'^-4^/Vt*^]^^/K 

A/) t'an [l, 2-b] fc" V ? *y V - 4 - -f A/* * v] ftSS % 
[5 , _7>;;t*ty^-6-xf^-2-/f^- 7 - ( 3 - 7 * / * V ^ 

AO t'an [1, 2-b] f y ^i/y - 4 - /Ut* f 
25 [ 5 _7>;;t^ty^-6-if^-2-^^"7-(3-7xy^^y^ 

/U) fan [1, 2-b] f U ^ S/ > - 4 - >f ^iT * v 
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(5-7>;/t i ft!)^-7-'<>v ; ^-6-^f^-2-7'ctM'fnD 

2-b] try ^5/>- 4 

(5-7;; j*t^l'-7- x ^^l'-6-/f-*-2-^Dt'/H , DO [1, 
2-b] t'yf^>-4-^;^^-»gtg, 

(5 _ T ? y I/ /U- 2 , 7 -^y-^- 6->fA-fDD [ 1 , 2-b] 

(5-75^*t!)^-2, 7 - v^^i/A'- 6 f^t'n n [1, 2-b] 
t*y # f s>- 4 - -1" /I' 

[5_7?;^jfty;l,-2, 6 - 5// ^/b- 7 - [ 2 - ( 4 - 7 /Ut n 7 = -/U) 
-^l^/u] fnn [l, 2-b] f U ^ 5/ y - 4 - -f ;U ± * is } & & * =r ^ , s.tz 
>,t[5 -T 5. / V ^- 2 , 6-^**3-^-7 - [2 - { 4 - 7 >\>ir u 7 x. zz. 

>V) <<> : s>v~\ t'no [1, 2-b] f y 4 - -T i^** 

^.ijigJRi n§ t'B a [ 1 , 2 - b ] f y ^c7?7°n K y y # . -t 

oiSBt«)K, •tft&roKSIIifFS * li -fc ft e>0> jg «G ?n 46 . 

14. (5-7i;y^-^f-y^-7-'<>-v ? /lx-2, [ 1 , 2 

-b] f!)/^y-4-^^t^-»Ki^f/v, 

(5-7? /^■!ry/U-7-'<Vv J A'-2, [l, 2-b] f'jfv' 

(5-75 / ^=¥-ir y /U- 7 6-^f*fDD [l, 2-b] f'J^ 

y- 4-4 >V7r*r*s)Wk 2- ( J Ert'*!Ji'-4-'f*) if/H^f/K 
(5-7.$;^t'J^- 7-'Ov*vl'-2, 6->Vf^tfBD [1, 2-b] f'J^ 

>-4-^^-»sst h y 

( 5 y jj-df-f- y /i — 7 - ^yvz/W- 2, [1, 2-b] t" V 

(5-7;y7*t'J'l'-7-'<>^-6-^f^-2-7si;l't'cD [ 1 , 2-b] 
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(5-.7;/t^f li^-7-^y^-6-^f^-2-7j^H: B Pn [l, 2-b] £ 
try 4-^^**-»Slf»^^K 

(5.7?; y 7 - /<y 6 - > f/i-- 2 - 7 x^/Uk'c a [1, 2-b] 

(5-7;/t^t , J^-7- / <>^-6^f^-2-7x-/^ e DD [ 1 , 
2-b] f y ¥ 5/>- 4 /U**V)if»t h y £ 

( 5 _7; y ^ ^ lj , U - 7 - V V> ~ 6 - i >U - 2 " 7 X / * ^ f ^ f 

an [1, 2-b] try 4-</Ut*i/)BB^ f ^ 

Dn (• 1 f 2-b] t y ^ v/ V- 4 - -Y /^^ri/J^ixf/U, 
o [1, 2-b] tT y 4 --f^**'»B» 2- 

(' 5 _ T c y ^^--tr y yU- 7 6 -zf/l/- 2 - ~7 ^ J * is / ? ^ t° 

ua [1, 2-b] t B ^v?y-4-^^^^^)SKthy^^, 
(S-T^/^^r^y^- 6-xf ;U-2-7xy ^r^^f ^b' 

an [1, 2-b] ty ^^^-4->T/U**i/)BBt, 

,U) fcfroo [1, 2-b] fjy^y-4->f/^^>]^/^K 
[ 5 _ r cy^^^il/u- 6 - ^L^yU-2-^f-^- 7 - (2-7xx;^<y^ 
;U) t'no [1, 2-b] t , yy^>-4-^/^^y]Stgxf/U, 
5 _ T c y ^+MJ ;U - 6-xf/v - 2-^^-7 - (2 - 7 * ~;u-< y 

t-n a [i, 2-b] t y ^i/y - 4 - * 2 - y 4 

- ^ ;U) xf /Vx^f^, 
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[5-7; /t^ft !i ^ - 6-xf /u-2 - > fvU- 7 - ( 2 - 7 =. =. >v->< v 
/u.),fan [1, 2-b] f'jyyy-4-^/ut^->]6|^t h'J -)i > 
(5-7? yd-^ft - 6 - xf/b - 2 - ^f;u - 7- (2-7sS^y^ 
/U) t*o n [l, 2-b] f'jyyy-4-^;^^fy)SiE 1 
5 (5-7;7t^fty^- 7--<y - 6 - ^ — 2 — 7° o t";H;'no [ 1 , 
2-b] fJJ 4 M^f^K 

(5-7; y y /U- 7 - ^o-^^u- 6 - ^ fvl'- 2 - 7" n t'^fn n [ 1 , 

2-b] h° V yiS> - 4 - J 

5-T?;y^-^-^y/U- 7-'<Vi/yU-6-^f^-2 - T'nt'^fnn [l, 

10 2-~\>l A-4 fr**t-*/)Vtlk 2 - (T^*Uy-4-<{Mif 

/Us: X x/K 

(5-7S/t*t!l*- 7 - -< y ^ 6 - 2 - 7* n f /U £ a a [1, 

2-b] eym-4-fW/)MtH^ ( 

(5-75;t*t 7-^>i//U-6-> fvU- 2 - 7"n t°A< t'n □ [ l , 

15 2 - b] fV 4 --fA'** 

*»P>SK$ix5 t'c n [1, 2-b] ey^i/Wfc^*, *r<&S{ig±!fg£ft.5 

1 5. nr*jg 1 ~ 1 4 ©vN-f ix^icia«ofl:*«fe*ajft»i utt^toEi 

20 16. s P L A,IS.t^)^&3it#if 1 5f£®<7?[IM/5£fe 0 

18. 1 Ettro fa n [i, 2-b] f y y > fb-frtti ©f&*±&* £ ^ 

ttisP LA,4Stt*t5 :ii>b45sP L a . to 63 4 i" 5jI§MiJfPI£- 

25 19. Si*iIiI£iot'oD [1, 2-b] fy ^^^(b-fr*«>«r«±afttn* 
T S fe A £ £ t? « ?L M #3 ! c & 4 1" 3 ; £ i) - h tt © . ^Stt^.f.iwJ;5^W*rillfD 
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2-0. 1 EttO-fb*** ^liil* 1 ! 1 tZ&<» fo o [1, 2-b] f 'J ^ 

2i. a** i is^^^'g-fes^isii* 1 ! i t<D D ti. 2-b] t-y^ 

2 2. *9?tt»fc*i^T 311608 t LXmtZ^TFZtlX^Z fo n [1, 2-b] 
t° I) ^'v>> s P LA,III. 
2 3 . -ffixt (XII) : 
R 8 



10 



R N 

NH 2 



[^fp, R»|t,' - (CH 2 ) m-R 12 (mlil-ewSg, R 12 « (d) 5& 



— (CH 2 ) n — ^ J 




-(CH 2)t ^=x( R > /==x(R u )w _ ( cH 2)a -£~3-(R 13 ) b 



(R 13 )g / R 14, 



a 



<SC«P\ a, c. e, n, q< «fc t ft* ft^ftttSt L "C 0 ~ 2 S&, R l 
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